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(57) Abstract: A compound represented by the general formula (I) or a salt thereof; 
and medicinal uses of these (the symbols in the formula are the same as defined in the 
description). [I] The compound represented by the general formula (I) has CCR4 an- 
tagonistic activity. It is hence useful in the prevention of and/or treatments for diseases 
in which CCR4 participates, such as inflammation and allergic diseases [e.g., systemic 
inflammation response syndrome (SIRS), anaphylactic or anaphylactoid reaction, al- 
lergic vasculitis, transplant organ rejection reaction, hepatitis, nephritis, nephropathy, 
pancreatitis, rhinitis, arthritis, inflammatory eye diseases, inflammatory intestine dis- 
eases', cerebral/circulatory diseases, respiratory diseases, skin diseases, and autoim- 
mune diseases]. 
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MD C N TARC<0^ffe5CCR4lt Th2W:MUfc!) (J. 
Immunol. 161, 5111(1998)^H8) % T h 2 MM^mfrZfeM ' i%fcB.Jfc&M^ 

10 -*-5»WBWfcSr#l«WU f5.&mWt&*nU^ti (J. Immunol., 163, 403(1999) 
#HS) o ^£*OVAfli3&j&iIifltt^^/W£:fcV^ StTARCtFifrrt:^ 

Immunol., 166, 2055(200 l)#f»8) 0 Nc/Nga^?*&ffiV^1&i^-m, T h t°— 

tt^/g^^^^gB^tt 5TARC **5 =t O'MD C _h#2SgU6 ttfc. 
15 (J. Clin. Invest., 104, 1097(1999)#fig) „ t h (D^m^lSi-f 5 C C R 4 tf>BI-§- 

HoV^ft, T h tf— WilfcJtlfciWeWU ^lfiL4'CCR4|^tt7«*y-T 

y ^^!^,&Jti&<£>gj!£^~/& CTit L-Tfe t> (J. Allergy Clin. Immunol. 

107, 353(2001)#Bg) , jfo.?f*T AR cmhM^Mt^m Lfc (J. Allergy Clin. 

Immunol., 107 535 (2001)#!$) „ ^SS^T^JfiL^^^^rjt^lg^cfK^T A 
20 RCi^if ADLTV^c (Allergy, 57, 173 (2002)#Bg) „ ifi^MD Cftftfir h 

tf— tt^jfifc^-felf y -iE^P^^OT h 2^ST"(*iSi^ofc (Eur. J. 

Immunol. 30, 201(2000)#fiS) . 

^^•^i^^Slfp-CC C R 4 llttiW/l&^^lftklSIIL-tV^c (Arthritis 
25 Rheum., 46, 735 (2002)#HS) . 9 P - ^#1 TARCfei^MDC©^ 
^if^o-C^fc (Eur. Cytokine Netw., 12, 468 (2001)#fi8) „ ±^B^V'r^ 
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\,XrM LTV>7t (J. Leuko. Biol., 70, 749(2001)#R8) 0 

Gtm&mft-rz. t btix\,^z> 0 ccr4 t? * &m ^tt&Mx*te. 
5 mmm<DLP s^ 3 y^fc*s»t*»«w, iHEM^ttstfcLTi&Tu £b 

tLPSM^TNFa, I L- 1 jj s MI P-l ai^'>t)i^ 
$ttfc 0 ^ y Vm&M&^T*^ (P.acnes+LPS) IC^V^T, JfiT AR C 

^filfa.tpALT*CDji#*;j:T> , ffPllitpTNF a N Fa s L<D^^.(D±#^ 
ffilffiJU HI- 7 !/ hlfc^Sr&^Lfc (J. Clin. Invest., 102, 1933(1998)#$0 0 

io c c r 4 &mmt t ^ £ mv^mm t com-h\^^ vx^z^ttfrnztiK. 

(J. Immunol., 167, 4791(200 1)#!$) 0 £ kl-. TARCfci^MDC^CC 
R4^ LTJk/h^^^ SrSlt&w-Trirti (Thrombosis Research, 101, 
279(2001)#fiS) x mfjO^'l'^.tt/^'l'^^t^^Wi 

m - 7w;^-tt^s w%.&. i£:&vk&feBi!fcm%m (sirs) , r-r 
m^temzcfc. jff^ wis* m#t, mw&. ^mmmm m 
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mm (ards) , bss> r^j^-^wxmr^^^^&m) . & 

mmm &m$k tm^hsa*^ mm* 

mm. mmm. mmmm) m > ibm^i (m***, &&mm&. 

mm tmz-i*. (mz.&. m^^m^mmm. sars 

— -8*5$ (X) 
10 J X — M X (X) 

m^fcSo iU^mfefctt, -Jtfcxt (x-i) 

A X_ L 1X_ B X_ L 2X_ E X ( X - 1 ) 

15 (5*#> % A x teM&£;JxT^T't> t fc^T/i^/K T U — A\ ^fDT!)^ 
£^;frL;L lx teO, S, CHOH, O (CH 2 ) „ x ^ibL; nXltO, 
1, 2^fc»3^t>U; B x f*g&£;iXTV^t><fcV^xnjl(^£0~34® 
^A/T'V^X^ ) J:V^5~7M^ : #m^^U;L 2X (iCH 2 C = 0,NHC = 0, 

/46 2 0 Sf^Vy h#f$) „ 
(Y) 
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1Y 

(Y) 



(5^ A Y fi, 




R 9Y 



(CH 2 )^\ 




R 3aY_ 



R 3Y 

0^ 



R 3bY 



R 3aY_ 



R 3bY H 



R 3aY H 



m&mfrls ; R 2Y fiCF 3N -NR 10Y R 11Y #$r^L ; R 10Y te*ii§, T 

/ R5Y 

r=\ ^( CH 2>nY — N 
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(CXCR lfciUtCXCR 2) T=*'~* b £ Ltfffi-Cfc§ ©<03B*W**> 
5 |S^Pi^9 9/4 24 6 3t/<y71/y b#f$) „ 

Tic C C R 4 ^f^ffl SrWi-Ste^^* t Ut»oa»© 
5 fl^*to***£*tTV*3 (^Jx.«, fflr«0 2/3 0 3 5 7^ ffl^ 
BHf£0 2/3 0 3 5 8#*3j;t^ia^MmO 2/9 4 2 6 4^y7ky h 

&m . 

10 

15 *«wte>tt, ccR4^^?rWi-5^^^M,m-r^<iiE^^ 
i. (i) 
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5 U 

•cfc 6 tula i ism^b^x 

3 . id t)m&m&& l-tv^t t> i v^ntgrc& s Mia 2 lEH^t-a^, 



6 QC" rd ^x>* GtX 



15 [i^. R D lilD©I^S?rg^t, MteH&S£rWLTV>Tt><fc^3~l 
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*€CC*OX*OX. 

io. ^nm^ C3~i5©m -#^yc(iHS^mm-e^SBul28 

^*3<tO ? /^fc«l~2^(Da^0 J F^tf 3-1 51©^, -^^fcfi 

i 5. ^B^ > g^^bTv^■r'bJ;v^^^T*fc5MSBlla«o^b^s 

16. j^nsta^ C3~i5©m -^^fc(iHm^^-e$>5Miei 

17. 3gi§^^ ^fPlfi:Ul~4i<Dl|gf, 1~2{®(D^IJK 
20 -?*3J:t>V*fcf*l~2^0^Jii^S:-^tp3~l 51©$^ ~^*fc« 
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18. 8kmm&. C 3~8©^^^-C*>SflfrlBl 61BM<D{k&tos 

19. mmm&. ^o^i: ut i ~4fi©^gf, i~2m<vmmm 

striB 1 7 iam^^#», 
5 2 o. mmmtK ^^^mx'&ZMtzi 8ies^^> 

io 23. &tmm**mr>tifg'&-rz>mm2 2WM<Dit-etm, 

2 4. j 

R 3 R 4 

m*mt>l^ E(i^^*fc^0^^1~6O^^-f— Sra^-To ] 
15 T*fc5HUlB2 2|E^^^I> 

2 5. R 3 *5<J:t>*R 4 ;^ ^m^U-C7Km0^*fc«^^S5r^^-r 

2 6. Etf^ ^#T*fc6B(ilB2 4fE«^<b^> 

2 7. E^^^OiET-iCl-eO^^— T'$)5fttfie2 4fEit£<ZMb'g^ 
20 2 8. E^, C 1 ~4T/l^=¥^^£*7cf-iC 1 ~3T/l^^rl^>'^-=3rv / Sl?fc 

29. e*s, ^^•uv^^fcfi^^-^v^-^v^S-efc5Hfria2 8ia^(^^ 
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3 1. GtfS % -NR T1 - -NR T1 -S0 2 - -NR T1 -CO- -NR T1 
-CO-NR 12 -, -NR T1 -S0 2 -NR T2 -, -NR T1 -COO-, - 
NR T1 -0- -NR T1 -NR T2 -, -NR T1 -W- -S0 2 -NR T1 - 
-CO-NR 1 " 1 -, -OCO-NR T1 - -0-NR T1 - £fcf*-W— N 
5 R T 1 — [S c f 1 > Wtt, g^S^rWL-CV>Tt> iV^-#i^^l~3(D^ 
«S&flaK*£«:£*>U R T1 *5ctt^R T2 f«n- : eWA3tbT7K#m j F-. fit* 

tee&»&WLTV^t>J^3~8M^tfc££3l:b-f% ] T*fe5HUIE3 0 
10 SEHfc©^*^ 

3 2. G^-NH-S0 2 -T?*)5BUl2 3 lfB^O'fb-^^. 
3 3. — «Sf^C (A) 



D£4\ R^Jlt/R 8 ^ ^fl^fimSL UT. (l)^K^T-, (2)Cl~8T/l- 
15 (3)C2~8 7/^=/H, (4)C 2~8 7^^=;H, (5)^ny^J!g 

^\ (6)>X7;S, (7)=fnS s (8)-CONR 7 R\ (9)-COOR\ (10)C 
ycl, *fc«(ll)(a)-CONR 7 R 8 > (b)-COOR 9 , (c)-OR 10 , (d)- 
NR n R 12 , (e)^o^^, *5<fct>*(f)Cy c 1 j5»e>ttftfc31tftL* 1 ~ 5 

m<omz. j: o rfi^ $ tbfc c i ~ 8 r/^/^m^t>-r^)\ 

20 R l *5«fct*R 2 tt. -i(:/£oT, C3~4 7/^I/yS, -CH = CH- 
CH 2 - -CH 2 -CH=CH- N -CH = CH-CH = CH- -CH = 




(A) 
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CH-CH 2 -CH 2 -^t„ fcfcU ^$^5^mmfi. C1-8T 

drv-S, AO^ygf, ^771, ~ hoi, 7K^£^<toTg^$tbTV> 
Tt><fc< (S*> R 7 *5£tfR 8 f*. ^r^taAlELT. (l)7k^^ (2)C1 
5 ~ 8 T/^/^m, (3)C 2 ~ 8 T^^-/^£, (4)C 2 ~ 8 T/U^^^S, (5) 
Cyc2, (6)-OR l \ *fc«(7)(a)-0 R 1 3 , (b)-NR 14 R 15 . (c)-NR 16 
COR 17 , (d)^n^yl^ (e)CF 3 , :fc> £ t>*(f) C y c 2 ^feftlc^ilfitL 
5 1 ~ 5 fi^Kc j; oT ft $ tifc C i~8m;H, C 2-8 7;^ 

10 R 7 *5«fcTj*R 8 rt: x m^^fsliJl^i-in^ot, — <rvm* 

o ~ i <®<z>^f jhh^*5 <t t>v* fc« o ~ i m^mmm^*^ 3 ~ 8 * 

O^^m^Sr^^i-o fcfcTU itufE^gite> (a)Cl~8 7/^S, 

(b)^ny>-j!j!w\ (c)tK^?Ss *rt«(d)7K^S^«to-cBia$ttr5:c i~8T 

R 13 ~R n lt ^^etate LT. (l)TKmM^. (2)Cl~8 7;i'^ 
(3)C 2 ~ 8 T/^^^/^S> (4)C 2 ~ 8 T/I^—A'S, (5)C y c 1 N £fcte(6) 
C y c 1 ^.fcoTg&^ftfcC 1~87^S, C2~87;^/HS 
fcteC 2 ~ 8 T/l^-Zt'S^*? Us 

20 R 9 ~R 12 «, ^^X^LX, (1)7K*^, (2)C1~8 7;V^H, 
(3)C 2 ~ 8 T)V>r~)Vm, (4)C 2 ~ 8 TV^^A'S, (5)C y c 1 „ *fc«(6) 
Cy c 1 ^£oTg&£ftfcC l~8 7/^/H, C2~8 7^^S* 
fcfiC 2 ~ 8 7^^=/HS:S^ U 

Cyc lfi % C3-15©m -S^7c(iH^^^*fcfi— rog 

25 LT l~4i®(D^Jl^ l~2j@^#M^J:^/'*7 % cf*l~2^ 
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7cU Cyclli, l~5^R 18 ^<fcoTfigl£*VCV>-C 1 bJ:<x 

R 18 n, (1)C1~8T/^H, (2)0 2^8 7/^=/^ (3)C2~8T 
/U^-^/um. iAy^nV^m^ (5y>TSm. (6)=hnS, (7) h V y)V*u* 
(8)fy7/^P^ b*ci/m, (9)-OR 19 > (10)-SR 2 \ (ll)-N 
5 R 21 R 2S \ (12)-COR 2 \ (13)-COOR 2 \ (14)-N R 2 5 C OR 2 \ (15) 
-CONR 27 R 2 \ (16)Cy c 2, ^fcfi(17)(a)^P y (b)v'T / 

(c)~ h c £\ (d) h U * ^/^S % (e) h U y/lslrv * h (f)-0 

R 1S \ (g)-SR 2 \ (h)-NR 21 R 2 \ (i)-COR 23 . (j)~COOR 2 \ (k) 
-NR 2S COR 2 \ (l)-CONR 27 R 2 \ fc<fcl5(ni)C y c 2 ^bffiStoB 
10 tftt* 1 ~5i^StJ:otf^tlfcC 1 ~ 8 T/l^/t'S. C 2 ~ 8 7VU- 

R 19 ~R 2 U -til^e*taiC bT. (l)***^* (2)C1-8 7^S, 
(3)C 2~8 7/^H> (4)C 2 — 8 7-/1^-/1^ (5)Cy c 2, $7b{i(6) 
Cy c 2^<toTfi^$*tfcC l~87^i. C 2~8 7/^=/Ht 
15 TtteC 2~8 7/^= /u££r*:fc>U 

Cy c 2te, C3~8fiQ¥m^#m*fc«-xn^i:LTl~4^ 

g^M^ i ~ 2fi©»*i5( : ? L *3«fct5/*fctt i ~ 2m<om^m z f-^ts 3 

~8*©¥IIIS«*ai«r**>-t-. fcfcU Cyc2|i, l~5f@<E>R 29 KJ: 

20 R 2 9 tt, (1)C 1-8 Tz^^S, (2)C 2 ~ 8 TV^-/^ (3)C 2 ~ 8 T 
/Udr^/l^ ( 4 )/Nnyyj|^, (5)^7/S, (6)~hPg. (7)tK^£. (8) h 
y7^tD^f/H, (9)MJ7;Utn^ h=*rV£, £;Tcte(10)-OR 100 £:^ 

R 100 lt Cl~8 7/^H^t, ) > 
25 R 3 *3<fcT>*R 4 f2. ■Ztl-^thtkiL LT\ *5fl^*/tf4C 1~87^S 
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^m<Dmmm*temmm^ mnm^ tc - n r 3 ° - k & o t b& $ 

R 30 fi. (1)C l~8 7/^/H, (2)C2~8W=/VS, (3)C2~8T 
5 (4)7x=;l/g, •£tzte(5)7^~/umfc£'?Xm&ZtltcC 1^ 

IRA 1 ^ C3~l 5©^f> -^*7c«H^j^m^*rc(^^n^<b 

10 R 5 tt, (1)C 1 ~ 8 T/Vlc/vm, (2)C 2 ~ 8 T/l^-A'S, (3)C 2 ~ 8 T 
/l^^/ug, (4)Aoyy^, (5)^T/^ (6)=hnl, (7) h JJ 7;^n> 
(8)h!J7;UtD^ h^v-^ (9)-OR 3 \ (10)-NR 3 2 R 3 \ (11) 
-NR 34 COR 3S , (12)C y c 3 N *fe«(13)(a)^o ^ >-^, (b)v'T/^ 
(c)~ hoi, (d) h y 7>v3ru * ^/um, (e) h V 7jv*u * h (f)-0 

15 R 3 \ (g)-NR 32 R 3 \ (h)-NR 34 COR 3S \ *5«fc t>*(i)C y c 3 frtb&M 

fcMtttlZ l~5^S^<fcoTg&£;fL7cC 1 ~ 8 T^^m. C 2~8 

T/W<5r^/H*7^{iC 2~8T/^^^/^SSr^fc»L. 
R 31 ~R 35 lt ^rtb^WteLT. OtKMHK (2)C1~8 7;^;H, 

(3)C2~8 7;^=yH, (4)C2~8 7;^=;H, (5)Cyc3, £fcf± 
20 (6)(a)Cyc3, (b)-OR 36 , $3 £Xf(c)-N R 37 R 38 frbfcMizm&tl%& 

1 ~5i@^«toTg^$^7ciC l~87;^yvS, C 2 ~ 8 T)V>r~ 

tcteC 2 ~ 8 T^-z^S^^ U 

R 36 -R 38 lt ^^X^Ufii LT. (1)tK^^ (2)C1~87^S, 

(3)-OR 39 , *7c:tt(4)-NR 40 R 41 ^^t>U, 
25 R 39 ~R 4l fi. ^tb-ena^UT, *i£j!^£fcteC 1~8T/U*/Wg£ 
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ausc^, i ~ 2 «©K*m^*5 i * fc« i ~ 2 m<Dunm*&tstr 3 ~ 

^BMi> C3~l 5(£>1£SL — 8R * ttHg5£K3f fi * te^-r ci HT- £ 
5 Utl~4floa[*f^ l~2^^^*5<tt^/*fcttl~2l@(^a 

R 6 fi, (l)Cl~87/^/H, (2)C2~87/^;H> (3)C2~87 

(8)M)7;^p^ h^S. (9)-OR 4 \ (10)-NR 43 R 4 \ (11) 
10 -SR 10 \ (12)-S0 2 R 102 , (13)-COR 10 \ (14)-COOR 10 \ (15) 
Cyc2 N *fc(i(16)(a)-COOR 104 . (b)— NR 105 COR 106 , &£Xf(c) 
Cy c 2frtb&mizm&frZ> l~5i@^£tCj:oTB^$HfcC 1 — 8 7 >V 
*;um, C 2~8T/l^-^fi£fcteC 2~8T/l/^=/^£Sr^fc»b, 

R 42 ~R 4 \ R 101 ~R 106 (i s ^rtt^M^LT, (l)7k^J®^ (2)C 1 
15 ~8 7/^S, (3)Cyc2. (4)-COR 10 \ £fcf±(5) 1 ~ 5|@^oy 
^m^^«toTgm$ttfcC 1~8 7^;H^U 
R 107 fi N C 1 ~ 8 T/i^A'SSr^fr U 

20 3 4. mJi5 1 feft^bS^O^c K5 > 
3 5 . — AfciS ( I ) 




(I) 
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x.^mjtm*mt> u j 1 ~ 8 o^^— & 

5 3 6. ^*^>r^S^*S^^fcSH«iB3 5|B*OEI(lttL*4fe, 
3 7. ^*>T^^3o5cCR4-C«)SRlflB3 6 flaftoBUBBJftft* 

3 8. C C R 4 ^WEtt^S A©^l»*5 <t T>V * ttf&«!#jT? 5 ItftHE 3 7 fftft 

39. c c r 4 ^tt^s^s^jg . r w#~-&m&s ftut • ftftwmmBs 

40. c c r 4 fr&vkm&tf&m • r vkm&x& z> buib 3 9 mm<D 

15 4 2. P^®S§m^S>5 s WS-Cfc5fl«flB4 1 flj&OBUUtyftlbs 

4 4. mflE l B2m^^#3*fc(i^r(Dm^W^)*^' I tfL»)^^^^-i-S r. t 
Z&m t -f 6 > qWLtM&teiitett 5 C C R 4 ^^Bo^BS** «fc t>V£ fete 

20 4 5. CCR4^«14^*o^K^J:t^/*fett?&SS^SrK3&^*yt*©^ 

4 6. g9IBllB«<D{b^46J*^«*^**WS(ifiR^i:'t-5CCR4^i4^ 
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fen 2 sk±oii tfrbtez mm&m. 

4 8. iWiai6*««Biawj-cfcsgiriE4 7ia«<oEiniaj*«j, 

£V^#t&J fcjstt* r^Sj ttm tt^ffftSftSfcttKaHHSW 

*?a«is*f fcfrs. -'T* rc3~i5©^ -st*fcf4=st5*;&#sitj 
io w\ c3~i 5<Dmm, -m&tctt^mttffifnizmm. 

rc3~i 5(omm. -$k-£tcteE.mtt&mmmm. 

15 ^a^y^y, v^^a^^f-^ N *s#u0r9 #Z/^ 

hy Kf*y> y^nfh7f*y> v-^ p^y^x^^ 

^n^MfS^V, P-O^v^^, v^P^^v^^ ^^-t?y\ 

20 ^J^H', /N-tKn^i'^ 7Xvy, /^k Ka7Xuy % -Yy 

— r/^ui^ t^^ — i^y, a s-^y^-fey, s — fy^t::^ 
25 ^iry-st^w e>*t> r^t o P^ufc-^j^^j £ ltw:, flifcwr, 

^fc'a [4. 4] / "7*y, ^t°P [4. 5] -r^^. ^t°c [5. 5] !>y 
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[2. 2. 1] fcT^a [2. 2. 1 ] - 2 

hfi^n [3. 1. l] fc'v^n [3. 1. 1] ^7^-2-^ 

>\ tfv-^P [3. 2. 1] Hr99"s^ tfix^P [2. 2. 2] 

5 Ifv-^a [2. 2. 2] Urt 9 — 2.—*-*s^ T^y^y, //U7^y^ 

^3!r#««*aij itm rxw^ -t-^^^^, 7 

1g^i:bT{is Miff r^fng^i UT 1 ~ 4 f@<£>^3?J^W% 1 ~ 2 
10 j@^mM^*3J:t>V*fc(*l-2i@(D^^^tf 3-1 5l©^i, 

4j@o^m^> l~ 2 <BoK*^*5 J: t^/*fcrt: l~2^fi{t30!^£r 
^fr3~i 5M<E>Hi«t, -*£fctt=ltaa**||tj fctt* ^Pjg^iLT 
1 — 4 i<OtiI^, 1 ~ 2 <@ ©Mft*J®^*5 J: fcft l ~ 2 ^©aHJ!^ 
15 ^-Sr^-tf 3~l 51©^ ~SI|*fcttHSt5^«&ft«*£, ^r(D-^*fc 

t 4 ^^ ^-ferfc 9 :/, M-:?*!^ ^-^-f^^ ^cfc 9 ^ ^" :3 rif>^ w -/K 
25 -/K ^"^f-v 5 ^ ^^ti?7v?^ ^-^1f-€fc'^ % ^-^iT-^T-^t'V, ^ 
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^K— /K -fy^vK-^ -fyKU^ ^/77^ 

y^y, -T-y^y ^/^r^y^. ^yy:/. -o-y^- 

5 =¥i7-y— /K ^y x /f7y*-;K ^y/^?/*/-^ ^n^y, ^O^y^- 

10 fyfy, s?^yyft7*y, 7x/f7^ y^y ^y 

v>y\ 7-yy^ Tif^v^^. t°nyv N t°n y ^5^/yy> 
^yy^y, hP7yy>s f y r/y ^ h7/y >\ x h^yy 
v>>\ tf^y*y>\ t*7yy^ ^tKn^y^y rf^tKney^ 

^tKoty^^ 7h7tKpfy vyy, /-tKofyryy, v 5 

tKnt°y^7y, 7f7kK0l^y^ A B -tKot°y^^ v>fc 
Ko7f fy, 7h7t KaTif t"^, fc Ko7f v^t Ka^7 

i?fc^ N 7h7t Kd v'Tift 0 ^ t Knv?7ftV, ^v^V. 3" 
20 ^ir*^, S?fc KP7 7 y> fh7tKn77y i^t Kot°7^ 7^7 
t KPt°7y, v>fc Kot^t fc°y\ xh^t Kn^ir fc 0 y s t Ko 
^-^rirt°^, ^--^7>> v^tKoft7xy s 7h7tKoft 

Knft^V, 7h7t Knftt'y^ S*fc Ka^-tr^ 
7h7t KofitfV, t KPf^t'y, v?t Ka^-^y—/K xh 

25 nKpwy-^ (^-^-^yy^v) . ^kKD^ywy-zK -r 

h7t Kn/fyt*t/- (-Yy^-^iT-^y S»0 > v^t Knf7y*-/K 
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7kKn/fyf7^ uy^ypv'y) > s^t puyy^-y, fF7 

5 v>fc Kot#t^7^V, =rYy\i KpW^7^>, i^t Knjtf-dp-iHf 

*J» , v>fc Kof7S?y, 7h7t Kof7i^y> S^t Knf7^7^^> 
10 7h7t Kn^7^7i?y,v?t Knf TffcT^'f h7t KnfTf t'y N 
t: Knf7^^y, 5?te Kn^Ti?r-tffcT>\ f h7t Kof7^7f 
t°^ % X— t KPf7^7iftV, ^-/U/^U^ ^-^Ms y ^ 

-OPV^s -4 y^f fs v?tK^/77^ /<-fc Ko^ 
y^77^ ^fcKn^y^/77^ /VtKp/fy^yy"77^ v 5 

yft7xy, /N'-tKD>fy^yy*ft73:y, i?tKp^yf/-;K 

t Kn^y y v % >?t KD-fy^y yv, ff7t Kn-r y v N 

tKn^ydr/y^, v?tKP7?7^ 7h7tKo7^7^, 
20 tKP7^7v?y> v^fc Kot7f !J v 5 ^, 7f7tKnt7fy^ /< 
— t KPt7f y^yv't KP^/^rlf-y y,7h7t Kn^/^r-y-y >- N 

/^t Kn^y^tyy v>t Kn^rtyyy 7f7tKp^ty*yy 

/^-kKcWy^ i?t KPi/yyyy, fh7tKPvyyyy 
-t Kpyyyyy ^o-^^f-it-^t^ v^t Kp^yyt^rt^y, 
25 t KP^yyf7^y n'y^y^e/U7}s]} KB^y/t*fy-^ 
b Kp^yy*t^ty^/K v^t KP^yyf7/-/K fc Kp^ 
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bt^ y v 5 ^, fh7t kpt^ y t Knr^ y v>t Kn 

Kn^^)/ft7xy, i?Hr*yyi/^ S?tf-3Mf->\ v?^7^ v^T 

^yyWy, 6, 7-??tKo-5H-^B^ [b] fcT9$^ 
5H-^a^ [b] l?7^ [1, 3]^ 

r^sf^fiff,^ r*fcfn*g^Lfc— ssassdiij turn 

fi> Tlf^fn [4. 4] S-r^ yf^MHf^en [4. 4] v?^" 
15 [4. 4] S-ris^ T*fXK°xi [4. 5] 7*#^ ^T^t°a [4. 

5] v?fT^t°a [4. 5] >\ ^^rl^ fc°a [4. 5] x 

7>^> ^-^riMf^t'n [4. 5] Tif^t'n [5. 5] ^T^V. 

[5. 5] !?yf*y, mt7>^a [5. 5] # ^7*^ 

20 P [2. 2. 1] ^•T^y, ^iMfi^P [2. 2. l] Tif 
tfv^n [3. l. 1] ^T**^ Tiftfv-^n [3. 2. 1] 3r??>. 

[3. 2. i] irttv, riftrv^p [2. 2. 2] 

v?Tift*^n [2. 2. 2] ^K«*S¥£f e>*l£. 

rttb^>5^)x r^^Dj^^i fC 1 ~4^(D^^J!g^- x l~2f@<£>^| 
25 m^*3j:r>V*fcf*l~2^^^J©^^tP3~l 5l<D^i s -m&K. 
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/f^K-;K y-Y y K— /K ^/77y, 0^/7 7^ *<l/Vf- 

yy>\ ? fasti's /fy^ ^^y^y, ^y^-y-yy. ^t/y 
y% v^y; y ^yy^U-y— /k ^^/f7y-/K ^y/>f 
— /k ^yyy ^if>\ ^yytT^/y-zK ^y/fy7y-/K 

/3-^^y^, r^y^y, ^y/77^ ^ 

io ^is-Sf-ity 7xty^^ 7xtyhoyy, ^y^^it 

is Kris rfifcas&^uTv^t.fc^SMfcSj fcistts rg&gj ttm 

IIIS, (3)g&S£rWLT<^-Ct><fc^3~l 5ftOgi#tg, (4)g&£*vCV^ 

e>*u rtt^tts^g^s^m^^^e^ i~i o^, b< 

20 fil~5fi, i«9«-*L<ttl-3fflttlftU-CV^t><tV\ 

(4) h y y ?vi^ (5) h y y h^rv^Ss (6)t^yl, (7)^^" 

25 <^~P> 

(l)-OR el S, (2)-NR al R a2 g N (3)-NR al COR a2 g, (4)-COOR al 
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S> (5)-SR al &, (6)-SOR al S> (7)-S0 2 R al S, (8)-COR al g 
[£4», R a \ R a2 f«tt^^AS:UT, (a)7K^^ (b)tt&££*rLTV^ 

5 fROR' 1 , *fcfi^^)R a2 f«tl,^I^C-C*t ) m^oTVNTt^^V\ ] 

::t, R al > R a2 t^$^ rg^s^bxv^t ctv^g^^fb 
ttxn fiHJx.fi r&st&fc i ~ 8 oflg^^bTKmSj 

io p>n. r&sf«c i ~ s <Dmffimm<k*mm} t t-cii, it«c i ~ 8 r 
ci~8r^/HiLm #Jx.fi, p^/k *?tk /p^/k -fy 

T'n t°/K ^f^, sec— :/3vK tert— T'fvK ^^rix/K ^ 

15 C2~8 7/^=/vSi: Utlt #JxJi, fcT=./K /n^=/K ^-/K 
v'o^/K ^drif^^/K jr ^*~7 $ jr. x it* 9 V*-^^ 

20 C 2~8 7/^^Si LTfi, 0"JxJi, :/o bT=/U, 

^:/^=-/K ^^^—/K ^^-/K ^ 
^vMn/K ^^vM^/K 'V/^vM'^/K *9 9i?'(~A's ^^Mf 

25 R a \ R a2 r^^^tts m&&*fti>x^xi>£^mffimi%itfcmm} 
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(2)TlB^Hil^P>^^^5»m£, Og&g&WLWCfc <fc^3~l 5 

<m=m> 

5 (l)-OR bl I, (2)-NR bl R b2 S 

[g*> R b \ R b2 te> ^rtL^n^ LT(a)7Km^. (b)7K^S> (c)7 5; 
g % (d)Cl~8m;H GwfE£[§JCic9fe£r^fc>-?-) , (e)Cl~8T/U= 
*cism (M^tf, p« h*">\ ^h^>, ^oaK^^ % :/h=¥v\ ^^/M" 

JT'Sl'T^y, 3L=?;vT%J^ ^nfcVWTSyN v^tfvl' 

r?;s^) > (g) r— g^^fc«-g^<DC i~87;^7^/Sj -eg 

IfcSftfcC 1 ~ 8 T/^^S (C l~8T^/i-SfiHuIBi:I^CE*^«^ 

i~) > (h) r— g&^fcfi—g&^c 1-87^75 y^j -egifc&twh 

15 C1~87^3^I (C 1 ~8T/i-3^v'S{*SiflSi:I^Dit*^t5-r) 

^^♦^ rg&S£rWLT^-C<b«fc^3~l 5M<^#t&J K£Jtt£ 
r3~15l©i^Ij irbTfi, #!|;tfc£iifffa rc3~15©^ 

rg&g£#L-CV^t>«fcl^3~l 5*(£>^:|fcgj K*5tt£ rg&gj t 
Lttt, (l)HUIBm-l¥^^il^$tt6g^S> (2)g^S^WbTV> 

25 TtxtV^JlTJ^^TkmS^ (3)TIS^El¥^^^$nSg^S> (4)g&S 



23 



WO 2004/007472 ^»7JP2003/008654 



B&^igft&fi^ l ~ 1 0^, $f*L<fil~5i@, «tt)0*b<^l~3 

t*j«-5 rjjgj»»^^**«j turn mx.&m& rifemmi~8<7> 

5 fbTK^Sj fc*5»-ta rg&gj £LTte, 0>j;ttf, (i)BffiEf5-s¥^kitiR£ 

^ 1 ~8{@, #*lXf*l~5«8lLTVvr i t>J:V\ > 
<fBE93¥> 

10 (l)-OR cl I, (2)-SR cl S> (3)-NR cl R c2 S> (4)-COR cl I, (5) 
-COOR cl I, (6)-NR cl COR c2 S, (7)-CONR 5l R c2 S, (8)- S 
OR cl S> (9)-S0 2 R cl S 

im*P. R e \ R c2 te^*L^;ft4!&3£LT, (a)7K^T-, (b)fi&g£WL-^ 
-C i> <fc 3 ~ 8 Mtf>gtt£S> * fc«:(c)g&££W LTV^T t> JlV 1 * 3 ~ 8 9l<D 

r^T% R c \ R c2 -C*^$tb5 ra^£^^LTV^t>J:V^3~8M^ 

-sa^smsj t ttii, M?L& rc3~8(Dmmi£i%mm , r3~8 
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i/^a^^ir^ V^n^y^^, v-^n;*-^-r>\ p^<^^ 
10 T-S:£t? 3~8l©^IiSj *$&m\rfhtiZ 9 ^ZT° r^fnJI^i 

m<D^mm.^-, i - 2^^^^j:t>v*/c« i - zm^mnm^-^ 

15 fffgt^*;ft6o 

i - 2m<Dffi.mm**^ts' 3-8 m^gt^Ftsfomifgis ^<d— ^ 

20 fc°!J^v^ t°y^v?^ Tift":/, v'Tift 0 ^ 77^ 

^ ^-^Tv^. tf-=*lH?b?^ ^-dr-^v'Tif fTv'T/^/K 

y^, M/7yy^, rh7y!)^ fh^yy^ t^yjj^ 



25 



WO 2004/007472 



7JP2003/008654 



Tift°^ x fc KDv'Tf tV, ^-^r-t^^ v^fc Kp7 7 

^ N fh7tKa77^ i^k Kn^7^, f h7t Kat'7^ Kn 

^-a^^ Knft7xy, 7f7kKPft7xy, v?k Kof tf 
10 7^7h7t Kn^fcf^V. Kn^xfy, r h7k Kn^cf^ 

15 Myfryyv?y) , ^kKn77fy ff7t Ko77fy v^t k 

fb7t Kn^-y-^Tv^ i^t Kn ^iHfb: 0 ^ fhyt KpW 
-fefb?>\ t Kn^iHf fc°>\ v>fc Kn ^i^Ti? fc 0 ^ fh7k K 
20 a^-y-v?Ti?fc: 0 :^ 1 KPtWTffy, v*fc KPf7^77*- 

i/t Ko^T^fy 7h7k Kn^T-tft'V, t Kn^Ti?fcf>\ v 5 
t KDfT^T^fy 7h7t KpfT^rffy, /<—fc K.n^7^7 
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t lt i ~ 4 m<Dmmm^-. i ~ 2 m^mmm^^ £ t>v* itm 1-2 

>\ fc-^v^ fc-y^v 5 ^, t°yy^^ ^^^^ **D-y- 

(HiifBi:(^CE*^^i-) . (3)C2~8 7/^/H (MIS^ |5J 
10 Sefc>-r) > (4)0 2-8 7/^^/1^ (MIS*: 1^ ft . (5)*m& 

ttl ~5<@g&L-CV^fc «fcl\ 

^n^i^iii^^ssr^r-rs^/^^-r/ws^ric^L, tn, N-^m 

&#/w^-f/i^J «^J!^T-±^2^^B^S$rW-r6^/^^-'Y^S^ 
ic5fe-r5o *;^^;H©t^Sir Ltlt, Miii, (l)MIB rg&g£;jr 
20 LTV^<b<fc^3~i 5*(O^Sj > (2)g&S£WLTV^t> <fcv^Jifii£ 

fg&{4gKi~2<@g&L-cv^t><fcv\, £fc, tn, N-v^g&^/UA^e 
25 u-ct>iv\ 
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tcTkmm&mif b*iz> 0 mnztitiimmi \^&ttz> ^m^\ t^xte, 
mk.\-i, (i)g&g&WL-cv^t> £v^c i~8 7^/n (ci~sm 
^mi-immtmcM^m^'r) , (2)«^s^b-c^Tt><tv>c2~8T 

sutr^/um (C 2 ~ 8 T/isfr~/ism*ffimt m CM^^t>ir) „ (3)g&£ 
5 ^^TLTV^T^ iV^C 2~8T/U^r=7U£ (C 2 ~ 8 T/l-^=/USfiHUlBi 

. (4)HfiiB rg&g&^-LTwcti.fcv^-i 5l©s^ 
Sj igtfmf bin, rg&g£W L-TV^ t> J:v^ l ~ 8 t/i^^£j s 
rg&S£:WL-tv^t><fcv^ 2~8 7/^^/Hj , rg&^&^LW 
Tt> £l^C 2~8TA-=¥~^£j rg&gj i tttt, 0Hx.fi. (1) 

io Mia rg&S£rWb-CV^-ct>cfc^3~ l 5M<^^SJ x (2)huI5^— 

ii#l£;ft<5g&£^tf^f £>*u rix^ftir^g^^e^te^g^ l 
~8i®. £?l£L<{*l~5l®e&LTV>Tt>«fcV\ 

20 i&«riB&<£gKl~8^ N #*b< tt:l~5<@g&L-C^-Ct>J:V\ 

< thim<D&mm*b{&(D^vf%*b Lto~3fiotig^ o~i 
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*ifc^-. o~i fli©***^ j:o«/*fctt o~i mnmRmtt-stt 3 - 

t LT O - 3 <®tf)£iifJl^ O-lj@(D^m^*3«tt//^7cfi0~l®(^ 
-/K fh7 — /K t'y^K 7v?y^ T-fef^v 5 :/, t'nlly, fc° 

io ny^^^yy^^^yy^ hyr/yy, hyr/y^ 
xh^yy^ rf7^y^ ^7/yy, t^^y^, v?tKnt°y 

pfc-^i^^ ^7^^> Kpt°y rfyt Kpfy ss?^ 

t Kofy 5 i?t Kp t' y ^ v?^ x fh7t KPtl ^v*^ />' 
15 — fc Kot'y^y, V s t KPTftV, rh7t Knrf^V, fc K 
pTift°^ % Z?K KPv^Tift 0 ^, rhft KPv'Tift 0 ^ fc Kpv> 
Tift":/, v>fc Ko^-df'ty'^/K 7h7t Kn^-^ty 4 -^ (^l^y 

20 yv 5 ^) > i?tKn>fyf7y^K 7 h7t Kn-f yf 7/-/U WVf 
7/yv?^) , S?fc Ku7?f y % fh7tKn77f^ v^t Kd W 
^7/-;K f f7tKu*W7^ (mi?7/!Ji?y) % v>fc 

7fcKu*W7^ s?t KBt^t^try, 7h7tKotWtf 
25 >\ t KP^-^rf-if fc:°^ % v>fc KP^f-^Ti? tf>\ fh7tKa^ 
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t Kof7v?7f tT>, 7f7t Knf75?7-tf f>\ t Kof7v?7 
15 (3)l~8^7k^gT'g&£*UTV^ 1 b«fcV^C 1-87^/vS (Cl~8 

ikfcm&i fcnaits rg&gj irLTtt, (i)Htiia^-S¥^bii^$ 

*L6g&&, (2)fi«f2 rg^SSr*TUTV^t> < tV>3~l 5*©^Sj . (3) 
fltrlE rg^^HTv^x^ J;v>^/w^^/^Sj „ (4)iiuiE£S~f¥a>kiiiR£;Jx 

25 5g&g^^f rtt^^S^g^Sfie^^^ifi^l~8<@, 
0* L< fil~5i@g^UXV>T 1 b<tV\ 
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v\ 

<^m^^2j@. i, 3 -*s ? u^^ui/com^^zmb \sxm.5-z>o 

-co-, -so-, -so 2 - N g^g^LT^-C^ J:V^3{iigT\ g& 

t t> <t ~m<D 3 ~ 8 jtaimaaBKiiUEa* e>ffi§tt-it& i ~ 4 
rw&&*fti>x^xh£^mm*i t tt(i, -NH-ofk, r-NH 
sum (c i^8T/is*/\smnmtztmcMM&$tt>-f) . (2)g&g£^LT 

V^Tt>J^C 2~8 7/^^/H (C 2 ~ 8 T/i^—A'gteiifffa i: CS* 
«r*t?-f) > (3)gmS^WLTV^-Ct>J:V^C 2~8 7^^S (C2 — 8 

25 J^3~8*£>^ifcgj m\z.m&lstch<D&mfr-to ^^x riM^f t 
*cv N Tt> <t v^^^j^^j \,zwfz> rg&gj rg^s^wu-cv^ 
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rg&£j i: ttlt 0iJ*itf> (a)7K^S. (b)Htff2 rtt&££WL-C^-C 1 f><fc 

5 et-l~8{@, 0£L<tt:l~5{|§g&LTV^ 1 bJ:V\ > 

rg&S£W LTWC t> J: l ~4 ©Jli0MfeK*t**£j 

4 (09^.«r-cH 2 -, - (ch 2 ) 2 -, - (ch 2 ) 3 -. - 

(CH 2 ) 4 -m s C2~4 7/V^I/yI (^ttf-CH=CH- -C 
10 H 2 -CH=CH- -CH = CH-CH 2 -. - (CH 2 ) r CH=CH- 
-CH=CH- (CH 2 ) 8 — „ -CH 2 -CH = CH-CH 2 -f) „ C2~ 
4 7M-WyS (0iJ;U£-C = C-, -CH 2 -C = C- -C = C-CH 2 
- (CH 2 ) 2 -C = C-. -C = C- (CH 2 ) 2 - % -CH 2 -C = C 

15 *»l~4©llg|»^fb!K*«J fc*5tt3 rg^Sj fcLtfl, «^tf, (1) 
C1~8 7M;H (HtrlBil^D^^^-r) > (2)Cl~8 7;^^i 
(8UfB4:PlCSSfe£3S*>-f) s (3)' N o ¥ (Mfctm ; 
(4)*&£ % (5)t^yS, (6)^=aryS, (7)T5/£, (8)=N-OR"i cs 

20 5 r«&gj iri^c^^^^-t-o ] m^mfbti. :n^ftt©i^i 

(*E&*r£g&ftitte 1 ~ 5 fa. 0 * L < 1 ~ 2 4®g& LTV^T t> <£ V\ 

r-flff©3^8*©^S!t^§(fjRSj i: ttli, Mx-tfiitffS Tc3~ 
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1-5 <@g& LTV^T t J: V\ 

rg&SSrW Lt^T ii^fllli© 3-8 A<z>3Mit3&&glt£j KfcttS 
5 r--fiffi(^3~8*o^^mmSj <k LTfi, #lxJii!ufB r3~8A©^ 
SRSffiBRSItJ i tt«* Lfcgtri>e>ffit<£ 2 j@<D*mmT-&l&V^-C't 51 
tifi&tgtfs^tf btiZo rg^s^W ltv^t t> iv^-flfio 3-8 M<£>*£^5£ 

mm^Sj fcsstts rg&gj itm ««J^«b«I2 rg&g^L-cv^ 

10 rtL^ftS©gtfeSf«^|g^©^l~8^, 0£L<tel~5 

jfeSSrWu-cv^fciv^^m^j ^iM±ttf-*i^u rg& 

15 SSrWU-CV^tiv^*®^ Sr2«£U:^i?»£\ 

tf N ii©I^i~4<D^-t-j ttt, $?£L<fi. 09 x. fix -N 

R T1 - S -NR T1 -S0 2 - -NR T1 -CO- -NR Tl -CO-NR T2 
- N -NR T1 -S0 2 -NR T2 - -NR Tl -COO- -NR Tl -0-, 
20 -NR T1 -NR TJ - -NR T1 -W- -SO r NR TI - -CO-NR T1 
- x -OCO-NR T1 - -0-NR T1 - — W— NR T1 — W« rg 

R T 1 *5 £ T>* R T 2 tt-t tt-? tUffifi UTTK^m^ * fitfrSB rg&g 5: W UT V % 

25 ::t, w-c«*?$tt5 rg&g£^brv^ i b^-4ffi<E>j^lf!&i~3<E> 
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- (CH 2 ) 2 -. - (CH 2 ) s -m s C2~3T/K5r^W^S W%- 
|f-CH=CH-, -CH 2 -CH=CH-, - C H= CH- C H a -<?) * 
5 C2~37;^=l^yl (#Jx.fi£-C = C- x -CH 2 -C = C-, -C = C 

-CH 2 -f) Sr^fc-f. r«fta6S:WUTV^rt>J:v^«©«*«[l 

-co-, - s o-, - s o 2 -. HlJl5^g^s^^^UTv^TtJ iv^mm^-j. 

ltv>t t> «t v^ffi^^ i~8 (ommmm^mm. tuia re 
20 $tts i ~8fi^e>>te6. ^mom^i — s^iSftoTv^-^g^a^ 

lit* rfg$L|££;^lf LTV^T t> £ V>~#cDj^^ 1-8 ©HBIffiiJS£Hfc** 
£j r-ffii©^l&l~8©flg^^b7K#Sj fctttt, #J*:fcf 

Cl~8 7/^^i (Mx.^ ^1^>\ ^^U>\ hU^W^ 7 1 h 
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nfc°~U^ yf-uy, T^v^-l^, xl^^^u 

^asaStffeatS. rg&££W 
urv^t>J:v^#i<^«*|ki'-8oii&jfti^^7K3RSj icistts rg&sj 

15 05ll^l~8(D^^<— if- J i:fC, 0tU<(t ^Ali^iJIMD 
E ft S r^cojm^i~6<D^-<— 1» — J i: UTtt, H&I2 

20 tLt, 03;L<te. 0tJ;ifc£ rgJ&g£WLWCt> J^C 1~67^U 
^ ra^SSrWUTV^Tt> £V^C 1 ~ 5 T/l^r 1/ v-gj 
tffcftS. r rg^S^t LTV^T t iV^C 1 ~ 6 7^ ^ySj , Tg 
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&$. U < tt 1 ~ 3 V t> cfc V \ 

rg&s&^TLTv^'b <fci^3~i lM^St^fctezigt 

im.tkm\ iz&rtz r3~i im^^*7tfi-m^:«^sj £L-cte. m 
*.rf rc3~i KDmm^tM-n^mmi > ^01^^1x1-2 

tf3~i 1 m<Dmm^tcn~m^mmmi i$frmftbtiz>o rc3~ 

1 l^mS^fcfi-^^^J C3~l l^^m^/tfi-^^ 

^j^m^it^^u^-^^m^^^ttSo rc 3~i i<Dmm* 

LTte, 0!lx.kf> ^070^, v^p:/*^ v-^n-O'*^ v^p 
^^if-^ v^p^T*^:^ i/fulr??^* v^n v^Pxy&V. 

25 31^, v-^ p^ ^i/ai^ ^O'if ^ N t 
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fi s *fc°n [4. 4] ^t°o [4. 5] x^^> [5. 5] 

5 Ifv^n [2. 2. 1] tfv^a [2. 2. 1 ] ^v^* - 2 -:n 

^ N [3. 1. 1] IfV^n [3. 1. 1] ^#-2 

fc'v^n [2. 2. 2] fc'v^a [2. 2. 2] 

5 *>, rc 3 ~ i i <D$m*itte=.&3&f&mfcMai £ Uftt* #lx.tfs 

tf/*fctt l ~ 2fi©«K3SJSHF-«r&t? 3~ii *©iMlt*fc 

l ~ 2 te<Dtt*StJfiC^ Sr£tf 3 ~ 1 1 *<7>mai**:W:— jR^filSi 

fP^frlTV^m^J iUfi, 0Hx.fi. t 0 a-/K ^ 5 *V-/K fc 0 ^y 
^ s 7 t7^, ^-fetf^ ft7x>, ^t'7^> ^fc°>\ 

25 ^y^y/77^ ^/ft7xy, ^y^yywxy, itf-T-ry 
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hroys?^ -f^*vy^> -rs^yyv^ tr^yy^ t°y^y^ 

v?t Kb t°y fh7t Kp e!)^ t'^y Kb ^7^, 

fh^tKBt^v^^ fc'^v 5 ^ S^t KBfU ^ v^y, ^h^kKPt" 

y^v>>\ ^-t Kat°y > v'y, ^tKD^yy^ ff7tKBt°y 

10 ^v 5 ^ fc KBt°y ^v>>\ i^t Ksrf ^ rl^7t KBTf 
/<— t KPT-t?fc°>\ v>fc Kdv^Tift 0 ^ ff7t KB^Tf tV, 
kKBv'Tf ^^rv^Vx ^-^rir^^, 5?feKo79^ fF7tK 
077>, fh7tKBk°7^ $?fc Ka^-^rirt 0 ^, =r 

h7t KB^-fetV, /^-t KB^^irtV, ^^7^. v^t 

15 KBft7xy % fh7kKPft7xy s Knf tbT5y, 7h7t 
Knf*^7^ S^t Knfitf^ rh7t Knfxt'y, a?— t KBf 
^t°>- N v>fc Kst^ty^/K 7h7t KbW/-/w (W^y^ 

^) „ KB^yt^t^-/K rhn KB^y^ty-/w wyt 
^tyyv'y) . v?t Kof ry-/K fh^tKofry-^ (f/yy 
20 v 5 ^) , v>t kb^ yf7 x /-/K f h7t KB^yfry"-/u wyfr 

y*y^» % KB77f^ 7h7tKB77f>x KntW 
>\ 7h7t KBtWy, v>fc KPa-^MH^tr:^ 7f7t 

p^r^Ti? fc°^ t Ko^WTf t'y, v>fc Kof 7i^y, 7" 
25 h7t Knfr^y> KnfTffy, 7l>7t KBf7ft'y, /<— 
t Kn^T-tftT^^fc KP^Xv^Ti? t 0 ^^ h7 k Kb^'W ^ 
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v 



y v^t Kn-T y^/ y >\ fh7t Kn^fy^y y ^ t Kn 
-Y y^y y V, Kn7^7^ 7" t Kny^7^ fc Kn 
-79*7^^ ^fcKBt7f f h5tKBt7fy*7y,,/<-kK 

io ofyfy-yy, i?t Kn^y^ty^ ^h^t Kn^y^tyy, 
t Ko^y^tyy, i?tKpwyy, yh?tKn*tyyy, 
t Kn^rtyy ^ v^t Kn-yyy !)y, fh7t K^yyy y t 
KDyy;yy % ^^y^i^r:/, Kp^o-y^-y-v^. s*fc k 

15 y— /k Kn^yyf7y-/K /<— t Ko^yytr/^K k 
p^^y-r ?yy-;K t Kp^vy^r ^ yy— /k Kn^yyr 
-tffy, fb7t Ko^yyrft'y, KP^^y^T-^t 0 ^ tF7 
t Ko/<yyv?rf^y, ^yy^t^t^y, v>t Kp^^y^iH? t' 

20 7^ v^r>\ ^y^, ^yy^ty, *p-<?>\ ^yy 

mi iUtt, 0>J;lf£. Tif^t°P [4. 4] y^V, ^iMf^fP C4. 

4] yty, ^^-y-^t'P [4. 4] y^, rf^t'o [4. 5] ^yj 

^ ^-T^t°P [4. 5] x7J^> W^fQ [4. 5] T^>. 
25 -y-*fc°P [4. 5] 7*y;>\ ^iMf^fcro [4. 5] "fiJ^y Tif^t°P 

[5. 5] tr^u^^ ^-^r-y-^b°P [5. 5] v^y*^, ^^-y-^t 0 
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p [5. 5] v^x^m*. rmffiLtc-^immm t\^xi^ mz. 

it, T-fifisfv [2. 2. 1] ^IM^V^n [2. 2. l] 

^^^s Tlff^^o [3. 1. 1] T-tftfv-^P [3. 2. 

1] ^U-fv^P [3. 2. 1] nFtfv-^c [2. 

5 2. 2] v ? Tift'v'^P [2. 2. 2] ^ * ^m^if P>*l, 

5„ ^tVb09*>> r^xnim^i: It 1 ~ 2 <@<£>£f|f Jg(^ l~2l@<D^ 

j:^/'*^}* i ~ zm^mnw^z^ts 3-11 M^st^rm- 

yK f y^y, t'yv 5 ^ t-y^v 5 ^, t'U^y, 77^ 

t7xy % y^^y^-^^ -r >-yy— ^yuy^y^yu^ 
7^7^ -7-y^yv^ ^/^yv, 3r-?-yy>\ ^y; y 

15 -^^y^T^ry-zm^^^f p,^5 0 

fcft-giiCgstttSj rg&gj £LTte, Mx.«S&ISR D T'*^$n 

#£L<# 1-510. <t <9$f*b<ttl~3l@S^LTV>Tt><tV\ 
20 — jHs£ (a) Kifcv^T, -^pJBH^ Lf>^< t t> H@tf>^ifJ5(^<!:ft!l 

o~i i®^>@!^^*3 x tjv* 0 ~ 1 m^mnm^^ 3 ~ 8 m<^>^ 
— M^titiZo mx-&. trn— yw MJry-/K 
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^yy^, -f ^yj)^^ hyr/y^ hyr/y^ f h7/y 

y t Kd fc°y tV<y i?fc Kn t'7^> rF7t Ko t'^v 5 ^, 

5 i^b ko try rh7t Kot°y /<— t Kot° 

y^v 5 ^. v'tKnfy^^ f F7kKPlfy^ tKok°y 
*fVl/^ S?fc KoTift Q ^ N fh7t KoTift 0 ^> /<— fc KoTift'^ N 
i*fc Kov^Tiffc 0 ^. fh7t Koi^T-feffc 0 ^ fc Kav?7ftX v 5 
kKaW/-/K fh7tKntW^ (t=3rt/yv?y) % S?fc 

io Ko-r y^-dp-f-y— /k fh7tFn^ytw-;u (-r y^-drify y 
t Ka^yf7V-;K x h^t Kc^yf7y^ wyf7yy^y) . 

5?t Kn7?fy, fb7tKo77f^ v^t Kn Wv^7^;K *r 
Y^M KP^tv?7/-^ (tW7/yi?y) „ v>fc Knt^ti?y 
15 fh7tK0tWy 5?t Kot*t^7^y, fh7tKnW^ 

3MH?fc°>\ v>fc KPW^^y 7h7t Ko^iT-^Ti-ffc 9 ^ 
/•s-fc Ko^-dri+-^T-^t°^ N v>t Kof7^7/-/K f !>7tKPf7 

v^ry-zw (t7^7yy^y) „ Kof7^y, h^t ko^t^ 

20 *SM KDf7^7^ 7h7t Kof7^7^y, v>t Ko^Tiffc" 

fh7t Ko^Tift 0 ^ t Kn^7*tTy> v^t Ko^^f 
t: 0 ^ 7^7t Kof7v>7f t°y, t Kcf7v?7fkV, -t/ix* y 

-J&it (A) mdSVT* C 3~1 5(D^ % fcteH^j^if^te, 

25 C3~i5«m -s*fctt=^^m»Ty — /k 
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i/^aM) Kx#>\ v-^ ci^ 1>7T*^ n^:/*7*7J>\ v^a-< 

— (A) fc*3V>-C, ^fn)Efiltl~4i©liI^ 1~2<@ 
<D^mJ^ J F-*5«tr>V*/c«l~2^0^^^-^tf 3-1 5MW^i, ~ 
^fcfiH^sOg^^-te, ^rn^iLTl~4<@©I», 1 — 2 

.is mommj%*&&Tf/?ircn 1 ~ 2^^fi£^ig^^^$tt6^7 i t='^ 
fi^gp^^p $ tt-c v > t & «fc v ^mmm r v * n a . 

tti-2<@o^n^^tf 3~i 5M^mm. IfifcfiHiSIiiT 
20 y-^i tttt, Mx.ri, t°n-/K >k mjt^/k 

/k fc'7 N /-/K t'Dv?^ t'^v 5 ^. ey^>\ ify^v, rif 
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y. ^y/Wiy, ^y^yj/f-^-7xy N -y^T 

■T-^uy, -ry^v— /k y ^y^y y y, 3v Uv'y, ;/y y, 
7^7^, T^y-yy^ -T-^^y^y, ^y^yy, ^yyy. yy 
/yy, i/^-^f i^y— /k ^y/f7/-/K ^y/>f^y'/-;K ^ 

5 y N ^<vy*^-dr-trt 0 y > ^yy^lH? ify ^yy^^l^yT-fcf fc°y, 

^y^fxk'y, ^yy*^-Tif fc°y. ^<y/f7i?7^ fc°y> ^y/7ff 
y % ^yy*'y7^t'y, ^y^y^iff* ^yyf7^7 % /-/K ^y/h 
yry*— /k #/w*y*— j3-^^y>, r^yv ? ^> 7xt^yy, ^ 
^yy7 7y ^r-y-yxy. y^y/ft7xy, 7x/f7yy> 

10 dr-y-v 5 ^. ^y^-y-^y, fjy^i^y 7xtyhy^y, ^-T-y 

hayy -<y ^yS^/Wtf k^So ££>l-. ^foifJ:LTl~4 

ti\ -gp^fcfi^^fp^ttfc 3~i 5Mcq^#, r.m-atME.m^mm 
tv—^l LTft> M^f^> Tv^y yy N r-fef^y, if o y y, t°n y ^ 
15 y, -rsyyyy, ^yy v>y, hyxyyy, byryy^y, x h 
7/y^fb7yy^y t°^yyy^ v ko t°y v'y 

rh7t Katiy>, tV]Ji>y, v?tKnt'7^y 7h7tKPt'7 

v>y N tf^^yy^ ytKofy v^y 7b7tKnt'^yy t 
Ka t°y v^y -yt Kot'y y^yy. 7Fn kd t°y ^v>y % /*- t k 

20 nfJJ^y, v 5 * Ko7fl^y fh7t KnTiffy. fc KnTif 
t°y N V s Kn^Tift°y N f h7t Kn^T-lffyx t Kn^f k° 

y. ^y 7 y *3Mr*y % i?tKo7 7y fh7fcKo7?y, v=t 

Knf7y, ff7kKot°7y ytKamfy fh7tKat* 

tfy t Kci^-=3f--fefc o y. ^-r^y> fi^y -yt Knft7xy, 

25 7 h7tKP^t7iy v?kKnW7y x^ytKnftt'yy 
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v>V, S^fc KotWfy fh7t Kn^f-tf^y, /<— t Kb** 
10 — t Knt^Wf fc*>\ v^t: Kaf7^7y- /K fh7t Knf 7v* 

ry-/w (f7^77*y^y) , v>t Ko^^y, fh7t Kn^^y, 

v>fc Kpf7v^7^y, 7f7t Knf7v^7^ v>t Knf7f t°y 
fh7k Knf7v'7^t'y > /<— t Kof7v?7f ^y */^yy, ^ 

15 ^/na* y ^ **f-^r>-, -Y>-Ky>\ ^y-fyKyy> 5?t Ko^y 
y^y^. t Ka^yy*7 7y, v^t FP^y^yy77y, t k 
P'fy^yy*77y, v^t Ko^yy*f*7xy t Ko^yy , ft7 
v>t Kp^ y^^y^*y^c^ t Kn-r y^y/ft7iy, 
v>t Ko'f y^7*-/K t Kn-Y y^ N /^;K Ka*y !Jy, 

20 n Kn*y y >% /<— t Kp^y y >\ Fe>r y >\ fh7t 
KP^y^y y >\ t K^fy^y y ^ KP7^7v ! y > 7b7 

kFP7^7-yy, ^-kKa7^9^y» i>t KPt7f y^y, rh7 

tKnt7f p^yy, /-?-tKpf7f y^y % >yk Kp^y^tyy, 7 
h7tKp*y*t!)y A'-tKp*y*t!)ys s^tKoWyy, 
25 f h7t KoWjjy A-tKP^tyyy, s?tKBW!)y, 7 
h^tKov^yy^, /N-tF'Dvyyyy, ^<^y**-y-^-T^, i/t 



44 



WO 2004/007472 ^^7JP2003/008654 



10 («7tKP^/77^ f h?tKB^/ft7*y, t Ko 

tiinZo m^ttt. v^p:/n/^ x isfu-??^ v-^n^^^^ o 
^= a r-^>'> v'^P^7 p ^> / . S^n^^i^ v^n^>"r>\ P^3r 

20 bfrSo 

— (A) te*3V^"C. Afnlfat, l~4f@<D^I/§H\ 1~2 
^<Dg?^M^*5 <t T>V £ fcfi 1 ~ 2 fflWfifiH^Sr^tf 3 ~ 8 AO^iiCtt 

rJVS fctt l ~ 2 flofifcltJK-^Sr^tr 3-8 I©fSSlii7 y — /K * 
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t'7)/-/K fc'Uv^ t°7^^, ey^v?^ t°y^v?v. r-^f^ ^ 

Ti?t: e >% 77y, t°y>^ ^-drirfc 0 ^, ft7i>, ^^-t'7^> 

75?y-^ r-em^s y >\ t°n y ^ 

^y^y. fh7tKot°7^> fc'^v^ v>fc K 

fc° y ^v 5 ^, fh7t Kok'y t Ka t° y ^ v>>\ Kn7 

i?fc 0 >\ fh7fc KP7ffy, /n°— t Ka7ffy> v^t Ka i?TH 

5?t Ko77V, r- h7t Ko77^, S?fc Knt'7^ f f7t Knt°7 

Kaftt'7y, f h7t Kpftt c 7y, i?t Kof xty, fh7k K 
n^^t°V N t KufxtV, i^fc Kn^-^r-y-y*— /K fh7t Kot 

25 y**"9-*s— A* (-r y^-^r-y-y y ^yy) > i?t Knf7/-^ 7h?t 



46 



WO 2004/007472 ^^C/JP2(WmW>54 



t Kof7i?7/- /K fF7t KDf7^7^ (f7$?7/U^) „ 
v>fc Kof7^ fh7t KnfT^y, v>fc Knf7^7^y> f b7 
t KPf7v?7v > y, S^fc Kcf7f tV x fh7t Ka^-Tif fc°;/, /<— 
10 fc Kaf7f t'y.v^t Kof7v?7ftXrh7t Knf7 v^Ti? 

my9V % ^^rf-^ ^^-7^, ^TV*«S^rf btt^o 

15 *9imtK ^aL^^-mmtn. rmmxh^x. 1-4— -fTMf&x 

20 (CTL) % tyh7/M*y^T» (T CM) „ ^9 

^-^^y^TiSa (TEM) ^^Jfbtt^o r^T% RA*S<fct>*ROi3: 

25 mmum^m^m^x^o 09a.fi. ^m^m^m^mm^m^^ 

%HD&m («ttf7 0-t'f MJ — (FACS) „ $&£Jtefe, l?^*^ 
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•£tCs T CMSoiU'TEMd Xtifc (Nature. 1999 Oct 14 ; 401 (6754) : 708-12.) 
10 «l*ffl#tr\ T N F amWltm t te. MOTN F a *^i^fi5-f-5f^ffl. 

a^o^m^-^-t. mm^srcfiifiL^^TNF am%i&m£itz>ipm$: 

0ij;tfcf> TA^^S. T/K^~/l^ T/V'^-^Ss T/l^^r^g. T/t^ 

(E, Z, v-* x h7^) ^ ^I^CUIttft (R, 
20 a, , ^r^fl^^— ) > IS^SrWi - * 

3t^^flS (D, L, d, im „ ^P-7h;/7 7^i{a5W (ffiffi 

[*] 

25 -#5£ (i) -v&zfrztt.&vtKoma'X. jmuA^mm&hteifrmziri 
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7VM/y&m o&y?^ thu-)^ y^A^) ^ % r^y±m^ 

N-^^-D-^y^ ^ >m (Dm., mmmm. mmmm. mmm.. 

10 {mm.. hv-7/\s**mmm., %mm.. m&mm. ->~t?m&. y-^^m 
m., •vuj^m.m.. &&mmm~ ?^>mm., **^*>v*>m&^ 

So 

— (i) X'Tjktstizit&WfDg.mm+tK r°S (R'ift ci~sr 
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fifiassJSiao-^ (i) xmZfr%ik&m\zmfctz>ik&m* 

t£ (I) T-^frSte-^WST 5yl^ft5t^ ^07^1^7^ 

5 it. T^Mt, v >mt£tiitfc&m m*.t*. — «5S en -c^sats 

-/Wb. 1, 3-^y^-4-^^) ^ 

h 3r /UTtf^/Wfcx fh7t Kp77 =/Wb. t'n!) Vtv* ?vWfc* t>< 

io so (i) ^£ti&<k&vo&*mm&*ri-zm&. *<D&mm& 

4Mk, evsn-owfc* •v-ff-Mk. y-^VMk, r?~Mk. i?*?-/^ 
r ^ /^^/^/^^/Wt:$Hfc^#j^) ; — (i) x^ZtiZik-S- 

Zhtcik&Vo (#Rfcf> — tts: (i) ^SftSfl^fc^tf/i^^vaea** 
^vi^*-7vWb. /wc^/Wb^ ^/^^.x/Wbx 

i/#/U7$~/u$-$- iyzL^-ju^x *r)V\k, y $ ]) SM^^-r/Wb, ( 5 - ^ ^ 
20 i, 3-^ywy-4 — f^o ^^/^^-r/Wb. > 

^ a^^rix/U^-drix^/^^/^^/^^-rMb. K-fb&ttfc-fb 
»s^jf fcttS. rtLfe^b^«g^^^&(-«toT^3t-t- 
S^<!r^T*#So — 05$; (I) X^iSti%ik&m<D-7u\?7yy\-tfr 

25 zft.&VtKDT'v K7s/^^ Iftfl#J£ i99o¥fiJ r^D°p^^j 3S7# r# 

-?^ffj 163—198 HtC|Btt$tLTV^5 <t ^Itt^-C-ttS (I) T? 
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**(flO-|RSt (I) &~*^T, g|A. gtB, ^D, J, G. R D > R", 

atA-c«t>*ns rmfta£Sr^rb-cv^t>j:v^at^iSj watt* raurasj 

£ L-C#*L<fi. ffl&fifft**. **Si^T»*>9, J; <9 L < te. 
10 tf TC3~1 5©1|«*, Ziai*fettHat^§R«j > r^foIf^LTl 
~ 4 fi*>SBfcJIK-5\ 1-2 fl£>ife*Jj!C-?-*S «fc T*/*fcte 1 — 2 {S^^J^T- 

^^^^^^ v'^a^a/^^ iy^P^^^^, v^n^e 

15 fy, 77^ ft7xy % fh7t Ko77^ */^yy, ' 

WU-CV^t>«tV^J»a^k7K#aE. -OR al S. -NR al R a2 £. g&g 

^/I, -NR bl R b2 ST*g^^ttTV^Tt> J:V>-0- (C 1~8 7^) 

<fcV>C l~4 7;^i, TK^S. 7^;/S, -NR bl R b2 ST'g^$ttT 
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Larock, John Wiley & Sons Inc, 1999) KSBIB $ tltc^m^^B-^^Xm^^ 

sri: xwm-r 6 r. t tfsx-t So 

25 -j&it (i) x*7jktstiz*&wit&vo<Do%^ j&mnkmmmttiti, 

x%i&-tz>ik-&m. i-fcfrfc-jftxt (i-a) 
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-C*StLS^»f4, SATfc^Lfc (a-l) , (b-l) «iaot 
(a-l) (I-A) T»*$*L«*«W^«lW:, -j&5£ (H) 




(II) 



X'TjktstiZfc&Vab, — «5£ (m) 

,C A ) (iii) 

10 x— J 1 ^--^ 

^^rv^ (OMsI) x p - h/l^^^A-Tft^l^^v'S (OTsi) „ h 
y ^yx^^yut^i/I (OTfS) ^Srl:5fe-r5 0 ) 
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^] ©#ftT> 0 — 1 2 0t«H5^iia <0ftt!:t>tlZ> o 
5 — jftiC (I -A) tp<Z>4>&< £ t> lo©I^ N *;U^^r;/;PS, 7K^S> 

10 t-zf^/^m, MJ^DDxf/H, ^<^^ (Bn) 7it^ 

;V (MOM) l-^h^v^^-yu (EE) t< h^S*^ f*^* ^vl' 
(MEM) S> 2-rh7tKPt°7^ (THP) MJ * ^Vl^ U /I' 

15 (TMS) ^>Vl/)) ;V (TES) t -^f /^f/^y^ 

(TBDMS) t-^fA"^7i-^!lA/ (TBDPS) £ % T-fe^ 

(Ac) S> fcV*n^/Ug, '<y , /'f;l'Sx ^^v^U (Bn) p-* 
hdr^y^/t/S, r!J^V*/^;l' (Alloc) I, 2, 2, 2 
- ^ a di h^f-i/TJy^— (Troc) &^&mfbtlZ> 0 

:/ h^TJA-tf?— /l^S. TiJyl't^^;^^ (Alloc) I, 

(4 -fc*^*—/!') h^v'^/^^./U (Bpoc) F!17 
;Uta7tf^S, 9— h^VTJ/^^/l^Ss ^O-^ (B 
n) p--> b^v"<yv?;i'£ N ^^vVU^v';* (BOM) 2 

25 - (hy^^/^y/^) jih^^^^/u (sem) mm&^i?t>frz>o 
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pi Y**/?l*f-)V (MOM) 2-rf7t Kot'7=/> (THP) & 

7x=;Mf;^ r-t^/u (Ac) m&mift>nz>o 

5 V \ M x. fcf. Protective Groups in Organic Synthesis (T. W. Greene, John Wiley & 
Sons Inc, 1 999) \Z.tSM $ ft 7c: t> O ;oS/B V > b *b 5 „ 

J&«U «fc<*Qt>;axT*5<!), Mill, 

(i) T/^y»P7K^. 

10 (2) m&tkitTKWfZf&fcmfcfo, 

(3) ^PTKm^^iSiK^^, 

(4) v-y^s^M^Ki^ 

(5) ^^fflV^c^SS^ 

(6) W^J15rffiV^«^SS:/S^^^tf hfl^o 

(i) T^yiP7K^^«i:5^^SfS^ mmmm ; 

— /K f F7tKP77^ l, 4-v^^-y-:/^) <K T/^y^JlOTK 
iMfcfc (TK^fk-T-h y y -7^, TK^by^-^A^) % T/wfr 

^dd^ i, 4-v 5 ^-dr-y-^, mm^^, r-y—^m) mm 

25 #) % *7t{*M^ (mats mmm hL><\±^frb<Dn&® (%\t*n/ 
mmm «k o~i oot^M^T-n&^ftSo 
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(3) MfcmimizxzisL&mRfon. mx.t£. mm (^.-t^m (Tb 

^=i^A#4T> 0 — 2 O 0 < C<Di&£T*frftfc>;h,5 o 
10 (4) ^y/u*©Jtt«»Rjtfi:tt, W^«r, b 

-2 0 — 4 0t:©iW-t?Rjc&$-a , *r.i:^i:t)frJfct>tL5o 

(5) £**rJB^fcJtt«»KJi&W\ &t£?gft (Ml. pH4. 2 

15 ~7. 2 fcli^^©^if h 7 t Kd 77 ^©ti^Ii 

(6) ^^*/Bv^ftfttt£j&tt % JHMtt C&te^t^ 
N, N-^f/^/^7 5: K> 7h7tKo77^ g^^^/K r-fe h 

m*. b 9 yzmm v^mt b v ^*vw*x, h v ^ 

25 U7x^77^^) <D£q£T*fcte##£Tx &JSS£§# (fh7^ 
hJJ7i=/^7^^7^!)A (0) > ~m.<kt*X (MJ7i^M^ 
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(ii). S^7^^ (I I) . mcYV* (hV 
y^^jv-fc* yj ^) (I) ^) S:ffiv^-c^ o~4 0t©Igffif 

*fc x ±f5&W£t>. ^tJxLfi. Protective Groups in Organic Synthesis (T. W. 
5 Greene, John Wiley & Sons Inc, 1999) fcSB*fc $ tt/c^?fe(«l iot, 

#^rtfc:WJIg£*£^UTV^tt#flq£&U *<D&m&#V XT-Is 

T-#5 0 ' ©W^b©«]BrS^tt^^fe 9 , Mx.fi£% ^$S*$I& 
io i, h/^>-#) cfi, ^ bVy/isyj- 

(b-1) (I -A) T^$H5*lif^fi, -«55 (IV) 




(IV) 



20 T^SftSffc^toi:, (V) 




(V) 
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x*7jk£tiz>te'&V!}*. flute Lfc (a-D t mmcD&ii&Ktt u mmzxy 
®m-rz>z.t&x%z> 0 

(I) -c*^$H6*|gK<l:^^5*>. Gtmvt, — nhso 2 

-^ux^-a-i-sfb^. -r^^^>-^ (i-b) 



X'TF^fr&ik&mte. ^TK^Lfc (a -2) , (b-2) ©*jfe(aot 
(a -2) «5£ (I-B) T'^frS^IPJfc'S-^teU — «^ (VI) 





(VI) 



T^$tt5<b^i:> -J&5£ (vn) 




(VII) 
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Kn7?yf) f N (^yyo^xf/ur^y, i^y^ hy^ 
f-ivrxi/^ n, N-v^^/Kr-y >\ n, n-v^^^t 5: / t°y v 5 ^, 

io (I-B) ^<£>4>&< £:t> io©^^ tK®?S, 

titzik&vo &imw&j& i^t^tiao-c i^-r srt^-e 
(b - 2) : -j&5£ (i-b) r-^^tts^^'fb-a'^fis — «S; (vm) 




(VIII) 



20 x-TFZinZik&mb. (ix) 




(IX) 
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(I) T^£ft3*3PJ{tlH&<£>5*>> G^iDt, — NHCO- 
Sr^UT^i-5^», i-fet>^-«^ (I-C) 



T^^SMft — «5£ (VI) -C^*tb«^«»t, (X) 
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(1) m^vJ K«rfflV^5^r&, 

(2) il^BWR*4&&Jfii^#BU 

(3) «i^J=£rfflv>5^jSfe^s^tf k*L3 0 

^ (^po^i.,, ifrffc^V':^ v^^/i^— 7VK fh7t Ko7?y 
^) 4^ o~4 o < C^^-e^^-*-5^<b^«t t)tf^t>ti5 0 *7t, 

^ (i, fh7t Kp7 9^*) T/^y^K^ 

15 ^TK^-T- h y ? A*^£fcf±7kSHb^ b y 7^f) ^fflVMT. 

(2) mi-&wtmfcm*m^z>J5m-±s wt\z, *^tf^m&#m&m 

da^/l^A, ^-fb^^^^> -^zn^vl^— yvK f h7tKD77^) 'I 3 
20 =y>^. N, N-^f^T^y t'y^y, ^y7 , Dfc>xf;i/7^^) 

^^rWa^ (^natfvi^ i&fL^W^ ^jl^vwc— tvK ^h^t 
25 Fez 7 7^) 0 — 4 0 o C-eSi^$^5r tlCt •JfT^^So 

(3) i^#l£fflv^75*fcte, #J;ifcf, *;uMi:r^^ W$S*£g£ 
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h!f jc^vut 5 ^ N, N— is*<?/\sT~V N, N-v^^^T^/t 0 

5 (DCC) % 1-jc^/U-3- [3- (v^^A-T^y) 

fcW] (EDO s 1, 3-i?<4 yzfut 9 /is#/Utfi?s( * K 

(DIC) , 1, 1* -*/U3j?=/u^r< 5^/- (CD I) „ 2->7np 
- 1 -y ^-/wt°y v>~?i»3 ?|f x 1 -^n tVu^^^V^^ilTK^ 
(l-propanephosphonic acid cyclic anhydride^ PPA) 3rffflV\ 1 - t Ko 
10 ^■v'^yXMiTy* — ft* (HOB t) &fflV^5/HBV^l^T\ 0~40°CT* 

rfrb (l) > (2) *5.fctf (3) (DS^ttx v^-ft^^TOtt^ (TA- 

-$5£ (I-C) 4>tf>4>&< HlO©S^ tK^S, • 

mm<om^ mmtmrn^m^^^xmrn^^mit^^mm-r^^. 

20 t*S"e#«5« 

mmttit-vxtite-r sit&m* i-**>*>— (i-d) 
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X*7f;&tlZ>4k&m±. OT^Ufc (a -3) , (b-3) ©»iot 

5 (a -3) : — ( I — D) T^^S^I^a^te, (IV) 

-e^$^5<k^i:s — «5£ (XI) 



— fl&t (iv) T^£n3fc^£-fl$5£ (xi) -e^$tLS{t:^<os/^fi 

5 h\ 1, fh7tKP77^ /K Tir 

h^hP/K 1, b*v^*>\ T-fe b^) <K ("T-hy^ 

15 A^^-K TK^k^by TK^b^y <7A, hyxfyu/^, ^ 

mi- h y m.mi^m-r v v mm* y v a % mm^^v^ mm* 

T>*fl*g£ ("T ( j> y :7cc-/l^;*:7^ ^) /-S^v^A (P d (PPh 3 ) 

20 4 ) , rtfbt^ (b!J7x^X7^y) a'7v^^ (PdCl 2 (PP 

h 3 ) 2 ) x BElfc^S^A (Pd (OAc) 2 ) . /^v 5 !?^ 1, 1' - 

fc*;* (v^cn^/ptf;;*^ y 7*Pty) n az^v^A (PdCl 2 
(dppf) a ), Ztlk^Ty^^^^A (P d C 1 2 (a 1 1 y 1) 2 ) „ 

3 !7^7^-yut^ ( h y 7^^/^^^^^) y^v^A (P h P d I (P 
25 Ph 3 ) 2 ) ^) #&Tn 1 0~1 2 Ot:t*Sf£;$-fr5ii:t«t Vftttfrn&o 




(XI) 
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(b-3) :— (i-d) T^£fts*3gWte^>te> -ASss (xn) 

,B(OH) 2 



(XII) 



5 (:£*, i-^T<0lB#ttll^£I^Cia*&*fr-*\ ) 
X'TjktStiZit&Vdb, — (Xffl) 



X— J 2% -^ (XIII) 

^<**l 5 mflBb/c-^ (IV) — ttS: (XI) 

So 

15 ^^Sr^UT^-rsfb^. -t-fcfc>*>-#5t (i-e) 



J0 



(l-E) 



(5£<^ G 2 UG tmCMM^^-t^K &&tt1tttmr>b&frt-ZBSL*& 

XTFiZtlZik&Von. £TR^Lfc (a -4) , (b-4) (7)^iao-C 
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15 



(a-4) : — «5Jt (I~E) ^3ftS#389Hfr£«lW:, (Vffl) 
5 (XIV) 

(HO) 2 B — G?^~n (X |V) 



5 (i^tps -r^<x(Dm^msd,tmcM^mt>'r 0 ) 

^^tt^Mb-a^fc, flWaut— dv) J5S!5£ (xi) 

10 5„ 

(b-4) : — m& (I-E) (XV) 



J® 

v — 



(XV) 

B(OH) 2 

-c^£*L5<fb£^£, — ^ (xvi) 

X Gi..--""-x (XV|) 



-e^£;ft5fc-£#>&> S&IBLfc— (iv) XmZfiZik&Vah — (xi) 
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-j&5£ (i) mr><Dm&m<Di^&. c 

1~87^/^ C 2 ~ 8 7 ;U^^;l/St fcliC 2 ~ 8 7;l/^n^St*$) 

Zik&Vo, -rfcfc>*>— (i-f) 



5 R F f*C 1~8 7VI^^S> C 2 ~ 8 T JV^r=-fV^%tz.\^0 2 ~ 8 T 

T^^S-ft-a^fi. -J&it (xvn) 



^^Tyu^Mb^(^*p-efc<9, m*-&. mmmt& (r^7t kp77 

15 (v^^^/U**:^ /) v?^ pp^-/>Jr/u (n) (N i 

C 1 2 (d p p p) ) m ffiT, 0-4 0«C-CRj£$i2r<5 * irteJ: 0frfc;b 




(l-F) 




(XVII) 
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5o 



T^£fr5fbi^«:, — (xvn) x^^ti^it^-mt, — JH^C (xvm) 

R G — B(OH) 2 (XVIII) 

T*^$tt5'fb'a-^^s BulBLfc-^ (IV) "C*^$ttS^^i:— (XI) 

itt«aiRj©*5 «fc tmm#> e> ©§JBfRjsr±, nine l^^ic <t o -cfTfcfrft 

So 

(I) t'^^ttS^WMWH, gDCltliDlO^ C 
OOR 41 Sr^fr U R B 1 ^7Kmj^^^Sr^^>-r^^J> -T^fc>*>-^ ( I 
-H) 
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x^ZtiZik&m*. HfrlEbTt-^ (xvn) x*7fk£tiz>fc&Vok. -i@t#: 

(XIX) 

5 R H -OH (XIX) 

fc&£xf/&tctemmfrb<D®mfcfcKtt'r~ t\zx^o mm-rz z.t&x% 

•So 

10 — JIK3; (xvn) -c^ $ ti t — ^ (xdc) ^sn^-fb^^R 

jS»4^*l"e*> 9 . MxJ^x ^T»»*St (N, N-^f^A7 5 h\ 
^/i^/M^v- h\ fb7tKn77^ 1, 2 -if* b^ci/^*^) *K 
&g ( h 1) xf/i/J ^ ^ % v'-T y fcVl^n^vwr ^ ^ N - ^ ^vU^/l^ 
U ^) *5«fct«telfc (T- ( h V 7i^*^7>fy) /^v?!)A (P 

15 d (PPh 3 ) 4 ) „ -mtV* (MJ7x^^7^» ^7v?7A (P 
dC 1 2 (PPh 3 ) 2 ) . mm*? VP * (Pd (OAc) 2 ) „ s<?WJ» 
1, 1* -tf* (^7i=;^7>f;7tnt7) i?^onX7^7 
A (P dC 1 2 (d p p f ) 2 ) , Ztft^T!)^?^A (P d C 1 2 (a 
1 1 y 1) 2 ) > 3^k7*=/Hf^ ( hU 7ai-/U7js^7^ >0 *?WJ* 
20 (PhPdl (PPh 3 ) 2 ) $0 #&T, -SMfc&##ISSLT, 10-12 
0 «CT?RJft $ * 5 r i: <fc «9 ff 3 „ 

— (I) T^$tt5^:|gP^t:^(0 9*>x ^Dtf>g&&<z> lori*. c 

25 OOHSr^trt-ffc^*, -f-^^^-^ ( I - I ) 
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HOOC — (- Drj (N) 



-C^$^S<b^«> J^T^Lfc (a -5) , (b-5) O»iot 
5 (a -5) : —«5t (I - I) T?^$*t5*»W^4*tt, HtTlBL-fc— 8* 

^ (i-h) £ ^ * t- Mt&va &s&&mRfc\ztt-r ^t^^.^xm 

(b-5) : ( i - i ) -e*$tLa*»w^4fer±H mtzi>tc-M 
10 (xvn) -e^atSfb-a^fc, & (xx) 



(XX) 



15 — (XVH) Tv^tbSlb-a^i:**: (XX) X7f;£tiZ>it&V>><Dfclfc^ 

UtrfELfc, — ^ (xvn) X7F%tLZiik'&®b— m*. (xix) T-^tvsfc 

20 — (i) x-^^tta^p^ib^op^x iD©fj^i«io^, c 
oNR 4i R a2 ^t{M, t>H»a; (i -j) 
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J© 



(l-J) 



i?#s*i5ft^«tt, Hui5U^^T*isijt$nfc— (i -i) -e^$n 
Zik&Vdk-f®^ (xxi) 



X*7jk is ti fiufELfc-J&iS (I-C) T-^ £ £ ik&VocD&m^ 

m{%mfcfc&£t*ffimfa(b<D®m&.jfcte. tuts l^?*^ * o-ctT^^tt 

(i) T^£*u$#3™ti^<z>5^> sd^Swio^, c 
h 2 oh^HM> -t-/«e^*>-^ (i-k) 



■C^^^S^tottx BufSbfc^T*Mit$ttfc— ^ (I-H) -e^^tb 
KWL'&m, #5fc (I- I) T^^Sfb^&STC^/fc^ttU gff 



N — H (XXI) 
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■So 

10 — ®ti£ (H) X*7j<iSfrZ>ik&m<D0t>, G^gDt, -nhso 2 -^l 

•c^ts^, (n-B) 



i-o ) 

"ejj%$*t*fl2^*i:^ (ix) T^sttsfc-a^*. Huieufc (b-2) 

So 




T^^tLSte^f^ — #5£ (xxn) 



15 
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—ti&t (IV) X'TjkZflZit&MVjIb. G^iDis -NHS0 2 -Sr^t 

Xfeirlr -r^^-m^ (rv-B) 

.X 



15 



(IV-B) 

S -0 



s wSfLSfc-a-GbWu — f&t^. (xxm) 

ori x (xxm) 



® 



■C***tafls#4fct. (IX) T-^$tt5^^^s ft&IBUfc (b-2) 

•So 

—8*5*; (xn) T^£nMb-a^<£>5 G^D<t N -nhso 2 -^ 
tt^ts^^ i-**>^>— »s; (xn-B) 

®B(OH) 2 
<W> (XH-B) 

H >B ) 



-c^ttafl^ftia. — (xxiv) 



Q>L 1 (XXIV) 
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x*7Fisft,z>it-&mt, — M&t (ix) x*7Fznz>it&m*. mriEu^ (b-2) 

— «5t (VI) J^SDitilf^tt^ 

•fZik&Vo. -f^tt-m^ (vi- b) 



t^^5^tl^ — JKS; (V) "C^^tbS^WS:. pflELfc (a-1) 

So 

— ^ (vm) ^$tL5^4»©5*>, jtmnkmMKttjtl'X&er 
•rzfc'S®. 1-#fc>*>— &sS; (vm-B) 




T^^-Mb-a^f^ — JKS: (xxv) 




(XXV) 
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X'TFZtiZfc&m-z. —tiS&l (xxm) X'TftZthZit&yob, — ^ (v) x 
^tiste-s^s^ Hfriaurc (a-D tmrntD^m^Hi^ mmK^vw, 

flfcG^S/Sfc J: tWtfffia* <b O^OKfS^ti. Aula VtcjfmK X o TtT^ ^>tv 

So 

— (xv) T^£n5fc£^<D?*> x jjjSiDiKi^^UT^ 
10 -r&ikitm, -ftet>t>-i®&. (xv- b) 

10 

( d nT (XV " B) 

^^B(OH) 2 

-C^^n6fb^«, — fStiZ (XXIV) T^^Mb^i^ — (V) -c 
^^Mb-Si^ fiufELfc (a-l) ^ioSf&tf+U 0rMK£>9lft 

^r^m^fcb^^rtf*^^ UTfflv^s— ^ (n) ~ (xxv) Xtf& 

Comprehensive Organic Transformations : A Guide to Functional Group 
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Preparations, 2nd Edition (Richard C. Larock, John Wiley & Sons Inc, 1999) MfB 

5 ris-e#5„ 

ft if ^ «fc «9 SrtmSo »K »4#RJtS r ^ bfTft o r 

03£kf. (n, N-^f^*M75 h\ rn.it* 
v> f h9tKn7?y, h/^v, mm./ Y/v^^m X\ 

^-t-^fe^ «£ 9 4&mi\&m<D4 > If h n (in vitro) t'OCC R 4 J£j5tf£/fl 
&BEW*-5 £/c. -O'tftf? (in vivo) T-<DW^t£&«il&i-5r 

CCR47y^^ hSr^i? y— = i^*-536£ UT, #Jx:kfCCR4 
25 ^GSe*^7(HlJI^SilM^i*:-e*)6r i^?>, MDC»CCR4© 
y#^h\ ^Jx.(iTARC^CCR4^UfIt5C a-r^O— 



122 



WO 2004/007472 ^^bl7JP2003/008654 



0 2/3 0 3 5 7t^7Uy K S 184*08 $2 O 0 2/3 0 3 5 8^°^ 
7Uyh, S^&H8gS2 002/9426 4f^V7Vy h ^B2^$tl,7t^ 

^ffcli^^f 5*jfet.fco-CCCR47>'^ =r~* h<D>f ^fc*tf 
(in vivo) *f*^T?oW3ftte*r5ia.i-5 - <b tfST't 3„ 
[#14] 

15 ' t h«r£«>fctt«k h^*5V^-C> — «s: (I) T*7fc$*x5#$§9Hb 

CCR4fe«^t5rW^, CCR4Wt5^I > "f 

<4ifc2£SJ&*fc^i¥ (SIRS) „ 7t7-f 7*'>-*)5v^7t7^ 
-*SJ6. 7i/^-ttif^, gflfi»S&eilfe£J&s flfifc. fHfc, # 

mm^m^mmm (ards) , rwi^- 
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te (^»J^«> ifijfe*) 5 tfM§, i-<e*>fe*7*^^-iBia<D««BiiB. 

is 2) ^(Dik&vuvmn • TOsfc#> ig4t©<£«, 

20 tf/*fcf±l83SU (2) mm • ®HX3fc#> tft«©fi«U # <fct>V£fcte (3) 

^SriB^- IstzM-SMntemxlSm- Ut «t < , *fcSiJ>* ©Sgflfc: LTiS^- 

124 



WO 2004/007472 



T/JP2003/008654 



— (i) x^£frz<k&wbfo<Dmm<Dmm&nmzmfe£titei<\ 
la^* -t?^jl ffl £ fix v > -5 1> (Dtm < $ ax* t> <z> ^£ tts c 

#J£:LTfi. 0iJx.fi, ^TO^f K|| % #;*-rP-f K^trt^ffilH (nonsteroidal 
15 anti-inflammatory drug : NSAID) , ftigfflfflW:. Zfxi*# fy^^^M^ tnCT 

— «s: (i) x*7ri2tiz*&m<k&V!i<DT v/i"#—m&mi&\z*t+& : *&5 
20 ^x^^tcaim^^Mvxm^xuy^tMmm^^tc^(Dm<Dm 

4^-f-mmmn&* ^fo^K^m ^a**^^:^, 

25 (I) T'*^5«S»07l';^-ttMl^t5fKfc 
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10 % %i#km.m (XT-v-f h*m. #*^p>< Vmfc&mm (nonsteroidal 

anti-inflammatory drug : NSAID) ^) , Z^nx??? v( ^ Mix 

15 ^^7P7)/^ i^/i^w = h\ 77^;^^^^/^ v^p 

~ h\ ✓vl'W— h\ ^t^yv, :/p t^^y^l^*;/^ 
20 p 3^f/y, gg^^o bf^-^ifet Kp ayl^Vl^ \f*^Wff7*v. K 

^^p^^^y^ h y taw n^rir l>~ h\ tWHK^/M ^j/:^ ^ 
25 rtflRH, fC(i, mk.\^ g£g£n/^;/^ t Knn/uf/y, 

y vg£fc kp ^jv^-vy}- v y n/N^^t kp ^jv^/is-r v y i?a % 
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/i^#y>% y^y-Ks 7;^yy K, hU7Av/yoy, st-12 6 
io p. ^vy^K fH^y*^o^^f, ^ey*y:/y7^# 

15 y 17 a, T*t°y>\ r*i^y ^ • *vt/i^*— Mfi-a\ ^y/i^ifvK 

-fyK/>*v^ ^yay^v, !)7it^-h, ittf'A'j yy°n tvt-r 
Xi^, yy^=ari7"^^, yai/Hf-7-^, ^D7xt^, h^y^v-T-h 

yi7A, ^yyy/K 7xy/7xy -7-yv h^. ^n^oi^^i^ 

20 Ty7xt^th!J7^, ^7x^77^ xhK7^, ^77n7x^ 

77n7xyf=/-/K -T-^ndrir^, 7/WHf7n7xy 7/Wl^t'7 
P7xy7W;K ^-h7P7iy, 7x/7n7xy^v")A, 
7n7xy, t^D-yp-yy, 77/7°n7xy % p^y7n7xytMJ 

25 &T/l"^ — !7^. h/l/7xti»t, 7D^^7x=iy, ^h7x=^7^y 4 

^ t^y7xy7^yy, fndrix^A, fy^^A, r^t°n=¥i/^ 
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a. ■rs<V/i'^&.ft. xt-y/^K m&J-Tv^ k> itfyy^ * 
^./ut°y ^ if-y k^ht^g, r 5: t°a-N N 

5 j&mvmt Ltli, Mx.fi, ^nhlf^ (FK-5 0 6) , ^ h 

10 T=r~* K PG»7^^^ h^^S^f b*h% 0 

PG^ffti PGE» (EP1. EP2, EP3. EP4) N 

PGDffft (DP, CRTH2) . PGFftft (FP) , PGI» 
(IP), TXgW# (TP) ZftfmfbtlZ* 

15 ^^hy^^. r^i/^/^*, ut 8 y-7-*K -ryv^^K ^fV 

Jftt:** ^ >mt LTfi. iill 7^/1-^ Y^-y^>, ^>^v f >', 
20 y^^-yy^-r^^, n*7 9W^ 7**07 MM**'** 

TAK- 4 2 7, ZCR-2060, NIP— 5 3 0, ^*$V^y 
a^c— K ^/7^f^> BP-2 9 4, T^K^K t-7/7^^ 

&x*i?^X^9-1?mWmk 0iJ;tfcf, PDE 4RB.«#JT-;fc5n 

25 UT 1 ^^ i/a^^^h W7y7a) , Bayl 9-8004, NI 
K-616, D7^?7^ h (BY- 2 1 7) , Z/s<J»y>( ]} ^ (BRL- 
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6 1 0 6 3) , 7f ^7^ (CP-80633) , SCH-35 1 59 1, 
YM-9 7 6, V-1 1 2 94A, PD- 1 68 7 8 7, D-4 3 9 6, I 
C-4 8 5 m*mf btlZo 

5 ^>"T/Vtl^ K if^^f/W^^. K ir^ ho^ K MCC-8 4 7, K 
CA-7 5 7, CS-615, YM— 15 8, L-740 5 1 5, CP-1 
9 5 4 9 4, LM- 1484, R S- 6 3 5 , A- 93178, S-364 
9 6, BHL-2 8 4, ONO-4 0 5 7 f,tl5 0 

10 hn^y, hn^^/W^A*?^, KT- 2- 9 6 2«§&flSi£tf htl 
S. 

Pt°!7A, W^P^b (UK-112166) , »Wf=y> 

t°!7A, Z-3 3 8, UK-1 12166-04, KRP-197, ^U7 
YM-9 0 5, !Ht-<:/7 hP WJ»t£}£ 

25 /K mk-V-^Zf**— /K SKIfe-TVl^* y 7v;l«7t/l^fB-/K 
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tttBft y HKPy, y^zfr d — /K K^^rf- 5: ig^^ /KT K y >\ 
5 AR-C6 8 39 7, UstfiM':^*— /K R> R-7t/WtfO-;K K 
UR - 1 2 4 6, KUL - 7 211, AR-C89855, S-1319* 

10 ^-^*ti-5trtfl2^*n«. 

^-fyut/^- <£>ftHt£<£>y #vKi: LTfi. 011*. MlP-i 

a, MIP-U, R ANTES, SDF - 1 a, SDF-1/3, MCP- 
1, MCP-2, MCP-4. J^^i^ (Eotaxin) . MDC^mfh 

15 rtBtty ^yK©ii{^i L-C(*. M^f^x AOP — RANTES N Me 
t-SDF-lo, Me t-SDF-1 0 ^ri^tf ktbSo 

V&fcft^ik&mt LTfi, Mitl CCR1, CCR2. CC 
20 R 3 N C C R 4 N CCR5, CXCR1 S CXCR2, CXCR3. CXC 

— (I) X'TjkZtlZ $:£X*i&m®iX-$>Z)<DX\ Mx. 

fit h^t h&>ft<Dffi9LmVo MZ.t£> ?f K fcS^ 

25 -T*. IfvMg) (^ttfi4t5^ti55t?fSo 

-j&it (i) xmisfhz>*.mwfc&m, i£.itn-z<Dm.k\sX<Dmm^mz 
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¥^ #:fix f&^m, mmmmm^x 

5 J&A— ASfc 1 ^ -(U^o# N IngHlOOmgCil 

r ._ 0 -m^b^ctii^ n £ n 5 a\ * fc a- a^ 9 . -nn^o # % 
— «s: (i) -c^Sfts^ssPHk^fe* *fcr±— (i) -e^atste 

15 mxm&tvxm^btiZo 

mn&i*<Dfzib<Dftmmmi&mu*, mm. %m. u^^n. nm. m 

20 *<o£*a\ ^tcnmrnm {^tv-*. -v^^b—^. 

u^fn!) ^^^-r^T^^^-^^v-^^^) x mmm ore 

25 &(^oT^HkbTffiV^tL«o *fc^8ia!l3'-7 % >f^J(eif, 
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®$i#k bm^r, sutau -a-*^ m.$m. **mn. &&m. mm 
io &mn&5-<Dfr#><Dftmm<omm^ m*-t£. wmm. r^m. 
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s&k:, mm. &&m. gfeitm. mm<m. m^nm^^x^xtx 

5 \i\ 

ntetohzwzmi%&m£fix^zh<Dfr(bMi-£nz><, wz.i£* fi»r^= 
15 £A/-evvrt>j:v\i 

20 (/DkVy^yn^ i, =— /KP) . mMkTA^=2 
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wrtLS. Mft+mm, mm, mmmmm. ^mn^m. Mtimit 
y =^ ^ hmiz&tottttmftVimzfrx^ztikjyte*: mmzttZo #j 

xmmzfrZo tshiz. Qk&nu timum. mmnm^^x^xhxw 

^LTV>Tt>«tV\ ^^UHW©»l3t^ife», mZ^mm^W, 2,868,691 
<fc 3,095,355 L < lE^ £ tlX V * 5 C 

m^<omtm. »rt^©aiti, jjgigi*i^o&!t#k ttw&^vmtm. 
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m WW s: t #y y/w<— h 8 o (fifeM) , 

20 ffiitm (yynt h y h v v&m) , wmfBmtm y^ 

m^m^i^x^/^x^x-h^w ^fttbnmit&j:m.K&^xmm-fz>-t)\ m 

25 mi&fcmzLXixmwztiZo tutmrnvmrnm. mzrmi&im&&9km 
u ^(D^mm^mmit^itnmm(ommnm^ftitm(omm\^m^x 
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>m s m&m. mm<m {v^m-t-hvvj*. mm-rhyt^m . mm 

4- <D 7c #> (D^< y -9- V — m * tl 5 o 

#w*iB»*tefflv^7Mb^*M&ttN i up ac (Dmm^mctc^m^^^x 

ft^n^fc 0 ^.— ^^0^7^, ACD/Name (SftiSf&L S^si" 6.00. 
Advanced Chemistry Development Inc. 4±|&[) ^rffiV^T^^ U7c t><£>"C&5 0 

25 

*W ^HJSi" 6 fc * <£>^r& 
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5 i"„ 

zm^^xm^^^ (pos.,2ov) (^^-o^ai^ff^o^ 0 

10 HPLC^fiiJ^i'm, ^iE«^&^RB9s JeXT^#T'SiJ^^tf^o 

mm bfc^7 7 A : Xterra (MfcfSi^l) MS Ci 8 5 » 4.6 X 50mm I. D. 
®m\^tzMM : 3mL/m i n 

15 Am : 0.1% 7yU^-nr@t^7K^^ 

: 0.1% h y yj\s*umm-T-£ h~ by/i-mm 

2.5^-r^T'A^iB^(D^itSrO/l 0 0 ldj£j&#J«;tfc 0 ^£<^ 0.5 # 
Wi:BM^I:0/l 0 0^@^Ufc o -£<D&0.01 ^"CAti:B 
20 f&O^tt* 95/5 liiiL^^^XLfCo 

##Mi 

2, 6-v^n^--3- (4-^f;i'7i^;^^7U) fc^i^ 
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Br 




2, 6-^0^-3-7^7 t'^v 5 ^ (2.53g) ©1, 2-^ 
(2 0mL) mmz.7k%iTT\ 6 0%7K^b-7"h y >^-^ (lg) 

5 ^p!) K (1.91 g) ^B^TCo BM^m^^-Q \.S ^FF H m^bfc 0 

mm^^=5 : 1-2 : i) niotiiu ^T<Dmmu^-r zwm 

10 ik&M (2.04 g) &#7c 0 

TLC : R f 0.28 (^^^ : %m^^= 1:1) ; 

NMR(d6-DMSO) : 6 8.44(s, 1H), 7.86(d, J=8.1Hz, 2H), 7.38(d, J=8.1Hz, 2H), 
2.37(s, 3H) 0 

is mmm 1 

6-^P^e-2- (^^^yi^7 ^vu;t^-vO -3- (4 -^/l^ cc^/W* 
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/O-^r/Va^ (0.153mL) ©1, 4— is (3mL) ^£1- 

^a-x?6 o%7kmik-r h v vj* (ii8m g ) &tottti 0 m&w*'£Mre 3 

0 ^ia«t# U #%#J 1 T?®!J£ Lfc-ft^tt ( 3 0 0 m g ) ^APx.7ho 
£^£6 5tf 1.5 BSMHHfctfLfco 1 Nittfi6SriP^. N 2t*§Lfc 0 

A^n-7h^77^- (^^f-V : f|fflfc^^=6 : 1) ^ <fc o T*Sg!J U 
^T^WttfliCSrWi-S**^^^ (3 0 5mg) Sr#fc. 
TLC : R f 0.57 (^IJ-V : gt^^/^= 1:1) ; 
10 NMR(d6-DMSO) : 6 11.12(s, 1H), 7.92(s, 1H), 7.85(dd, J=6.6, 1.8Hz, 2H), 
7.52(dd, J=6.6, 1.8Hz, 2H), 7.43-7.34(m, 5H), 5.36(s, 2H), 2.35(s, 3H) 0 

mmmi cd ~i (s) 
mmmi cd 

6-^n^e-2- ( (t°y v 5 ^- 3-^) ^^^"^^) -3- (4-t« 

20 Wi^M-zur^;) e^v^ 

T L C : R f 0.59 n n /JvWA : ^ ^ / —/U= 10:1) ; 
NMR(de-DMSO) : 6 11.15(br, 1H), 8.77(d, J=l. 8Hz, 1H), 8.57(dd, J=5.1, 1.8Hz, 
1H), 7.97-7.94(m, 2H), 7.84(d, J=8.1Hz, 2H), 7.45(dd, J=7.8, 4.8Hz, 1H), 7.36(d, 
J=8.1Hz, 2H), 5.39(s, 2H), 2.35(s, 3H)» 

25 

»jl (2) 
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6-^0^-2- ( (3, y*c*/7 ff-jVttis) -3- 

( 4 - ^ f ^7 x -/U7/l/*-^7 5 / ) 
TLC : R f 0.47 (^^y : Jg^St^^-jV— 1:1) ; 

NMR(d6-DMSO) : 5 11.06(br, 1H), 7.91(s, 1H), 7.84(d, J=8.4Hz, 2H), 7.35(d, 
5 J=8.4Hz, 2H), 7.15(d, J=1.8Hz, 1H), 7.04(dd, J=8.1, 1.8Hz, 1H), 6.95(d, J=8.1Hz, 
1H), 5.28(s, 2H), 3.76(s, 3H), 3.75(s, 3H), 2.3 5(s, 3H) C 

ISttfcU (3) 

6 _-/ n ^_ 2 - ( (3- (2-v J ^^T5:y^^/^=arv') -4-p<h 
10 ^Vl^^r V) -3- (4- * <?/V7 s. =z;vx/Vfc^/VT % 

T L C : R f 0.32 n P /Jvl^i* \ * $ J —;V= 10:1) ; 
NMR(de;-DMSO) : 5 7.67(d, J=8.1Hz, 2H), 7.47(s, 1H), 7.19(d, J=1.8Hz, 1H), 
7.16(d, J=8.1Hz, 2H), 7.09(dd, J=8.1, 1.8Hz, 1H), 7.01(d, J=8.1Hz, 1H), 5.13(s, 2H), 
15 4.22(t, J=5.4Hz, 2H), 3.77(s, 3H), 3.24(t, J=5.4Hz, 2H), 2.69(s, 6H), 2.29(s, 3H) C 

11W1 (4) 

6-^o*-2- ( (3- (2— W!)y-4-'f;l') ^fvl^^vO 
-4-7< hdri/7x^) j^/W^V) -3- (4 — * "f-jV? 3l~jV7.iV 
20 ^/W7^) 

TLC : R f 0.55 n n Tft^ A : ^ $ / — /V= 10:1) ; 
NMR (dg-DMSO) : 6 7.80(m, 3H), 7.31(d, J=8.4Hz, 2H), 7.18(d, J=1.8Hz, 1H), 
7.05(dd, J=8.1, 1.8Hz, 1H), 6.97(d, J=8.1Hz, 1H), 5.24(s, 2H), 4.11(t, J=5.1Hz, 2H), 
3.76(s, 3H), 3.59(m, 4H), 2.82(t, J=5.1Hz, 2H), 2.61(m, 4H), 2.34(s, 3H) C 

25 

HJfeMl (5) 
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6 -yp^t- 2 - ( (3- ( 2 -^if^T 5 y xf /I't^^) — 

t'f-Asit^s) -3- (4 -^f/U7i= /i^/U/ft^ /I/T? 

y) 

T L C : R f 0.33 n a zfvl'A : y 9 / — 10:1) ; 
5 N M R (d«-DMSO) : 6 7.67(d, J=7.5Hz, 2H), 7.47(s, 1H), 7.19(brs, 1H), 7.16(d, 
J=7.5Hz, 2H), 7.09(brd, J=7.2Hz, 1H), 7.01(d, J=7.2Hz, 1H), 5.14(s, 2H), 4.25(t, 
J=5.1Hz, 2H), 3.78(s, 3H), 3.38(m, 2H), 3.12(q, J=7.2Hz, 4H), 2.29(s, 3H), U8(t, 
J=7.2Hz, 6H) 0 

10 Hl£#|l (6) 

6-^a^-2- ( (3- ( 2 - ^ y/D k>7 5 / xf -4 
-y Y^r^yy^^jv) tf-fVit^l/) -3- (4-^f/W7i=/W/^= 

T L C : R f 0.43 a d tJv^A : y ^ y — /W= 10:1) ; 
15 NMR(d6-DMSO) : 8 7.68(d, J=8.1Hz, 2H), 7.51(br, 1H), 7.19-7.15(m, 3H), 7.05(d, 
J=8.1Hz, 1H), 6.98(d, J=8.1Hz, 1H), 5.16(s, 2H), 4.12(m, 2H), 3.76(s, 3H), 
3.60-3.30(m, 4H), 2.29(s, 3H), 1.21(m, 12H)„ 

(7) 

20 6 -7"n^- 2 - ( (3- (2- (N-7<^^-N- 

-3- (4-^/l'7i=/^/V*^7?;) f^v^- h!Jxf/U7 5 

ym. 

T L C : R f 0.45 a P /JvUA : y ^ y — /U : }> U *fA/7 5: ^= 9:1: 
25 0.5) ; 

NMR(ds-DMSO) : 6 7.63(d, J=7.8Hz, 2H), 7.36(s, 1H), 7.12(m, 3H), 7.01(d, 
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J=7.8Hz, 1H), 6.95(d, J=7.8Hz, 1H), 5.10(s, 2H), 4.09(t, J=5.4Hz, 2H), 3.75(s, 3H), 
2.95(m, 8H), 2.80(t, J=5.4Hz, 2H), 2.70(t, J=6.0Hz, 2H), 2.59(s, 6H), 2.3 l(s, 3H), 
2.27(s, 3H), 1.12(t, J=7.5Hz, 9H) D 

5 H^Jl (8) 

**f-jvJr**/) -3- ( 4 - ^ f;W7 5 / ) t°7i?is 

T L C : R f 0.17 n n Tfr/UA : * ? / — /U= 10:1) ; 
NMR(d6-DMSO) : 6 7.73(d, J=7.8Hz, 2H), 7.65(s, 1H), 7.59(dd, J=8.7, 1.8Hz, 
10 1H), 7.53(d, J=1.8Hz, 1H), 7.24(d, J=7.8Hz, 2H), 7.15(d, J=8.7Hz, 1H), 5.23(s, 2H), 
4.18(s, 2H), 3.85(s, 3H), 2.69(s, 6H), 2.31(s, 3H)„ 

H1&M2 

5, 6 -v^^Vt'- 2- ( (3- ( 2 - v^^ f-;UT ^ / ;l/t=5r v^) -4 
15 h^^a^) ^Vl'^^v') -3- (4 7x=/l/^/l^ * = 

2, 6 -v^n^fc- 3 -75 / fcT^^Oftbt) t-s 2-^a^-3-T 
5/-5, 6 -v?^f/H^7^yx -<^S?yUT^=«— /KDft^tJ fc, 3- (2 

T L C : R f 0.30 n d Tfc/UA : * ? J —;V= 10:1) ; 
NMR (cU-DMSO) : 6 7.85(d, J=8.4Hz, 2H), 7.31(d, J=8.4Hz, 2H), 7.13(d, J=2.1Hz, 
1H), 7.02(dd, J=8.4, 2.1Hz, 1H), 6.93(d, J=8.4Hz, 1H), 5.21(s, 2H), 4.05(t, J=6.0Hz, 
25 2H), 3.74(s, 3H), 2.72(t, J=6.0Hz, 2H), 2.34(s, 3H), 2.29(s, 6H), 2.24(s, 3H), 2.18(s, 
3H) 0 
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mmm2 <n ~2 (5) 

mm 2 i mm<o$kW* u £atk^ Ltt&wit&w*mc 0 

(1) 

6-^^-2- ( (3- (2- ^-4-^*0 
10 — 4 — * h*c^y pt^Tloj-^V) -3- 

TLC: Rf 0.58 a a fc/UJ* : * ? / —jV= 10:1) ; 
NMR (CD3OD) : 8 7.85(d, J=8.4Hz, 2H), 7.52(s, 1H), 7.27(d, J=8.4Hz, 2H), 
7.13(d, J=18Hz, 1H), 7.00(dd, J=8.1, 1.8Hz, 1H), 6.92(d, J=8.1Hz, 1H), 5.33(s, 2H), 
15 4.16(t, J=5.7Hz, 2H), 3.82(s, 3H), 3.69(m, 4H), 2.81(t, J=5.7Hz, 2H), 2.62(m, 4H), 
2.37(s, 3H), 2.29(s, 3H) B 

^WJ2 (2) 

6 ^A— 2- ( (3- ( 2 - ^7 5 y *f -4-*b 

20 a^~;v) *^/u**iy) -3- ( 4 - ^ f /l/7 x^/l/7/l^*-/l/7 5 

T L C : R f 0.33 a a 7}vl^ : * ? J — yW= 10:1) ; 
NMR (d«-DMSO) : 8 7.78(d, J=8.1Hz, 2H), 7.50(s, 1H), 7.28(d, J=8.1Hz, 2H), 
7.15(s, 1H), 7.04(d, J=8.1Hz, 1H), 6.95(d, J=8.1,Hz, 1H), 5.23(s, 2H), 4.05(t, 
25 J=6.0Hz, 2H), 3.75(s, 3H), 2.93(t, J=6.0Hz, 2H), 2.69(q, J=7.2Hz, 4H), 2.33(s, 3H), 
2.23(s, 3H), 1.01(t, J=7.2Hz, 6H) Q 
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mm®l2 (3) 

6-^^/1^-2- ( (3- (2 — ^ fcVKT^ y^^v^^r^) -4 

f^V7i=^) y^Vl'^^rv') -3- (4-y 

5 j^r^y) 

TLC : Rf 0.43 (^pd Tft/UA : ^ j ~-/u= 10:1) ; 
NMR (ds-DMSO) : 5 7.79(d, J=8.1Hz, 2H), 7.53(s, 1H), 7.29(d, J=8.1Hz, 2H), 
7.12(s, 1H), 7.02(d, J=8.1Hz, 1H), 6.93(d, J=8.1Hz, 1H), 5.24(s, 2H), 3.89(t, 
J=6.9Hz, 2H), 3.74(s, 3H), 3.08(m, 2H), 2.86(t, J=6.9Hz, 2H), 2.33(s, 3H), 2.24(s, 
10 3H), 1.00(d, J=6.3Hz, 12H)„ 

^^J2 (4) 

6 -y^-jv- 2- ( (3- (2- (N-y^/w-N- (2-v ? y^/wr^y 

15 -3- (4-^Wx^;M/^-;i/7 5 y) fc^v^- h y xf/uj 5: 

T L C : R f 0.45 (^pp tfc/UJ*. : ^ $ y — : l> U zn^vl^T ^ ^= 9:1: 
0.5) ; 

NMR(d6-DMSO) : 6 7.75(d, J=8.1Hz, 2H), 7.43(s, 1H), 7.24(d, J=8.1Hz, 2H), 
20 7.15(s, 1H), 7.03(d, J=8.1Hz, 1H), 6.95(d, J=8.1Hz, 1H), 5.21(s, 2H), 4.08(t, 
J=5.1Hz, 2H), 3.75(s, 3H), 2.96(q, J=7.2Hz, 6H), 2.88(t, J=6.0Hz, 2H), 2.79(t, 
J=5.1Hz, 2H), 2.68(t, J=6.0Hz, 2H), 2.54(s, 6H), 2.3 l(s, 3H), 2.30(s, 3H), 2.20(s, 
3H), 1.13(t, J=7.2Hz,9H)„ 

25 Hi£0iJ2 (5) 

6-y^-/U-2- ( (3-^ W5/^f^-4-^ h^7x^) 
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tf-AsX-^i/) —3- (4 — ff-JW zt.~jv?,)Vi£~}\'T % J) \?yi?> 
T L C : R f 0.17 n a : * ? / *-;V= 10:1) ; 

N M R (ds-DMSO) : 8 7.79(d, J=8.4Hz, 2H), 7.53(s, 1H), 7.46(m, 2H), 7.30(d, J= 
8.4Hz, 2H), 7.04(d, J=9.0Hz, 1H), 5.27(s, 2H), 3.80(s, 3H), 3.71(s, 2H), 2.37(s, 6H), 
5 2.33(s, 3H), 2.24(s, 3H) Q 

2 

2-^pp-3- (4 - ^ f-^7x=/^^*=^7 ^ /) t°7^> 

2, 3-^ppf7^ (5g) u-^f^vify^yru' 

10 (5.74g) (6 0mL) W^t^y!7A (13.91 

g) «rin;fcfc„ KJS»£*frSrl 1 O'CT* 4l$|!gjfJ$L fc SJSa-a-ftSrM 

<DVo&m&G-r zmmik&va (7.67 g ) 5r#7h 0 

T L C : R f 0.74 n a tJvuA : t< ^ / — /W= 10:1) ; 
15 NMR(dfi-DMSO) : 8 11.19(br, 1H), 8.22(d, J=2.4Hz, 1H), 8.11(d, J=2.4Hz, 1H), 
7.88(d, J=8.4Hz, 2H), 7.38(d, J=8.4Hz, 2H), 2.37(s, 3H) 0 

^6&#l3 

2- (7i-/Mf;^^) -3- ( 4 - ^ f x =;i/^;i/*^7 5 
20 /) fc'^v^ 

TLC : R f 0.38 (^=3rf*^ : f^^fvl^ 2 : 1) ; 

N M R (dg-DMSO) : 8 10.91(brs, 1H), 7.87(d, J=8.1Hz, 2H), 7.73(m, 2H), 7.50(111, 
25 2H), 7.36(m, 5H), 5.38(s, 2H), 2.35(s, 3H) D 
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Mffi.M3 (1) ~3 (1 1) 

5 

^Ji^j3 (i) 

2- ( (t°!J v^- 3 -> f/l") -3- (4 -^^^7*=/!^ 

*/M>~/UT5/) 

T L C : R f 0.43 p a : * ? J —)V= 10:1) ; 

10 N M R (d«-DMSO) : 6 10.95(s, 1H), 8.74(d, J=1.8Hz, 1H), 8.54(dd, J=4.8, 1.8Hz, 
1H), 7.92(d, J=7.8Hz, 1H), 7.85(d, J=8.4Hz, 2H), 7.75(d, 3.0Hz, 1H), 7.73(d, 
J=3.0Hz, 1H), 7.41(dd, J=7.8, 4.8Hz, 1H), 7.35(d, J=8.4Hz, 2H), 5.40(s, 2H), 2.34(s, 
3H) 0 

is mmM3 (2) 

2- (2-71/^^/^^) -3- ( 4 - ^ f/V7x^^^;U^= 
TLC : R f 0.62 (^"^V : fflJlfcx.?vi/= 1:1) ; 

NMR(d«-DMSO) : 5 10.88(s, 1H), 7.86(d, J=8.4Hz, 2H), 7.71(m, 2H), 7.34(d, 
20 J=8.4Hz, 2H), 7.29(dd, J=7.8, 7.2Hz, 2H), 6.97(d, J=7.8Hz, 2H), 6.94(t, J=7.2Hz, 
1H), 4.60(m, 2H), 4.34(m, 2H), 2.34(s, 3H) G 

^Jfi«»J3 (3) 

2- ( (try 4 ->C/W) ^^/M-'frS') -3- (4 -^^uy^^/u 
25 ^/^^/l^T^y) bT95^> 

TLC : R f 0.35 (^na tJv^A : S — /U= 10:1) ; 
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NMR(d6-DMSO) : 8 11.04(s, 1H), 8.56(d, J=5.7Hz, 2H), 7.88(d, J=8.4Hz, 2H), 
7.74(d, J=2.7Hz, 1H), 7.72(d, J=2.7Hz, 1H), 7.49(d, J=5.7Hz, 2H), 7.36(d, J=8.4Hz, 
2H), 5.43(s, 2H), 2.35(s, 3H) C 

5 mmm3 (4) 

2- ( (3-> ^^^f;Vt*V7i=/l') ^^U^^) -3- (4- 

T L C : R f 0.67 (^^^ : BfcfifcJ^A^ 1:1) ; 
NMR (cU-DMSO) : 5 10.91(s, 1H), 7.86(d, J=8.4Hz, 2H), 7.82-7.64(m, 2H), 
10 7.35(d, J=8.4Hz, 2H), 7.29(t, J=7.8Hz, 1H), 7.17(brs, 1H), 7.11(brd, J=7.8Hz, 1H), 
6.98(m, 1H) , S.34(s, 2H), 5.10(s, 2H), 3.36(s, 3H), 2.34(s, 3H) 0 

HJ£0iJ3 (5) 

2- (3-T^7x=/^f/^i/) -3 - (4 -^/l^cn ^/W^ 

15 *^7-;y) t°7^^ 

T L C : R f 0.56 (^<>"t? ^ : gfcifcn^vU= 1:1) ; 

NMR(de-DMSO) : 6 7.88(d, J=8.1Hz, 2H), 7.74(d, J=3.0Hz, 1H), 7.71(d, J=3.0Hz, 
1H), 7.36(d, J=8.1Hz, 2H), 7.01(t, J=7.2Hz, 1H), 6.63-6.61(m, 2H), 6.57(d, J=7.2Hz, 
1H), 5.24(s, 2H), 2.36(s, 3H) 0 

20 

mum 3 (6) 

2- ( (3- (2-5?^ S ^ — 4—;* hdf-V7i^) 

^f^t^ri/) -3- ( 4 - ^ f ;l/7 xx/l/^;l/*x;U7 $ y ) fc^v 5 ^ 
T L C : R f 0.27 a a tfvt'.A : p< * / — )V= 10:1) ; 
25 NMR(d«-DMSO) : 8 7.78(d, J=8.4Hz, 2H), 7.54(d, J=3.0Hz, 1H), 7.49(d, J=3.0Hz, 
1H), 7.26(d, J=8.4Hz, 2H), 7.14(d, J=1.5Hz, 1H), 7.04(dd, J=8.4, 1.5Hz, 1H), 6.96(d, 



147 



WO 2004/007472 ^^T/JP2003/008654 



J=8.4Hz, 1H), 5.23(s, 2H), 4.11(t, J=5.4Hz, 2H), 3.75(s, 3H), 2.91(t, J=5.4Hz, 2H), 
2.43(s, 6H), 2.32(s, 3H) Q 

mmms (7) 

5 2— ( (3- (2— (^-/UT^y >--4 — >f/V) ^^yu^-^v') -4-yh^r 
v^ai^yu) y^/iof^i') -3- {At—t^iv? ^~)V7*ivi£~)\,T K /) 

TLC : R f 0.54 n d t^/UA : * * / — /U= 10:1) ; 
NMR (CD3OD) : 5 7.99(d, J=7.8Hz, 2H), 7.64(d, J=3.0Hz, 1H), 7.62(d, J=3.0Hz, 
10 1H), 7.29(d, J=7.8Hz, 2H), 7. 14(d, J=2. 1Hz, 1H), 7.02(dd, J=8.4, 2. 1Hz, 1H), 6.93(d, 
J=8.4Hz, 1H), 5.35(s, 2H), 4.16(t, J=5.4Hz, 2H), 3.82(s, 3H), 3.70(m, 4H), 2.82(t, 
J=5.4Hz, 2H), 2.64(m, 4H), 2.38(s, 3H) C 

(8) 

15 2- ( (3- (2-v?xf/i/7^xf/^;/) -4-^ h^V^cc^/U) 
^/lo^ix) -3- (4-y f;i'7x-;^/i'*^7 5 /) t'r^ 
TLC : R f 0.33 p n tJn/I^A \ S — /U= 10:1) ; 
NMR(dfi-DMSO): 6 7.78(d, J=8.1Hz, 2H), 7.53(d, J=2.7Hz, 1H), 7.47(d, J=2.7Hz, 
1H), 7.25(d, J=8.1Hz, 2H), 7.14(d, J=1.2Hz, 1H), 7.04(dd, J=8.1, 1.2Hz, 1H), 6.96(d, 

20 J=8.1Hz, 1H), 5.23(s, 2H), 4.12(t, J=6.0Hz, 2H), 3.75(s, 3H), 3.08(t, J=6.0Hz, 2H), 
2.84(q, J=6.9Hz, 4H), 2.32(s, 3H), 1.07(t, J=6.9Hz, 6H) G 

H%0!|3 (9) 

2- ( (3- ( 2 - y tf^r 5 / *f V) -4-^ 

25 ^—/W) y^/^^v-) -3- (4-^Wx-/^*^7$;) t° 

7^ 
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TLC:Rf 0.43 d n tJvPA : y ^ y — /U= 10:1) ; 
N M R (cU-DMSO) : 5 7.8 l(d, J=8.1Hz, 2H), 7.60(m, 2H), 7.29(d, J=8.1Hz, 2H), 
7.12(d, J=1.5Hz, 1H), 7.03(dd, J=8.1, 1.5Hz, 1H), 6.95(d, J= 8.1Hz, 1H), 5.26(s, 2H), 
3.98(m, 2H), 3.75(s, 3H), 3.36(m, 2H), 3.03(br, 2H), 2.33(s, 3H), 1.08(d, J=7.2Hz, 
5 12H) 0 

3 (10) 

2- ( (3- (2- (N-y^/U-N- (2-^f/vr5;if^) T ^ 
y) ccfvW*-*^) -4-^h^7x^U) y^/WT^v-) -3- (4- 

TLC : R f 0.45 n n : y ^ y — )V : h D ^^A'T 5 ^= 9:1: 

0.5) ; 

NMR(d6-DMSO) : 5 7.7 l(d, J=7.8Hz, 2H), 7.39(d, J=2.7Hz, 1H), 7.25(d, J=2.7Hz, 
1H), 7.18(d, J=7.8Hz, 2H), 7.12(s, 1H), 7.00(d, J=8.1Hz, 1H), 6.97(d, J=8.1Hz, 1H), 
15 5.18(s, 2H), 4.08(t, J=5.7Hz, 2H), 3.74(s, 3H), 2.97(m, 8H), 2.79(t, J=5.4Hz, 2H), 
2.7 l(t, J=5.7Hz, 2H), 2.60(s, 6H), 2.3 l(s, 3H), 2.29(s, 3H), 1.14(t, J=7.2Hz, 9H) 0 

mrnms (i i) 

2- ( (3-^f^75y^^-4-^ h^rv'7^^/1-) y^vU^v') 
20 -3- (4-^^-/U-7^=./U^/U^^jUT \ y) fc'^v^ 

T L C : R f 0.17 a a tfj/U.k : y ^ y — /k= 10:1) ; 
N M R (d«-DMSO) : 6 7.79(d, J=7.8Hz, 2H), 7.55(d, J=2.7Hz, 1H), 7.51(d, J=2.7Hz, 
1H), 7.47(s, 2H), 7.26(d, J=7.8Hz, 2H), 7.06(d, J=9.3Hz, 1H), 5.26(s, 2H), 3.85(s, 
2H), 3.81(s, 3H), 2.46(s, 6H), 2.32(s, 3H) 0 

25 
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2- ( M tV-Arttis) -3- (4-^nD7i^ 

*:/T^h\ ^y^7;i/3- /wftfrV [Us 3- (tKo^f/i/) t° 
TLC : R f 0.40 (^=¥1^ : gEB&^fVl^ 3 : 7) ; 

NMR (d«-DMSO) : 5 11.17(s, 1H), 8.74(d, J=1.8Hz, 1H), 8.54(dd, J=4.8, 1.8Hz, 
1H), 7.97(d, J=8.4Hz, 2H), 7.92(d, J=8.1Hz, 1H), 7.79(d, J=3.0Hz, 1H), 7.74(d, 
10 J=3.0Hz, 1H), 7.64(d, J=8.4Hz, 2H), 7.42(dd, J=8. 1, 4.8Hz, 1H), 5.41(s, 2H) B 

HJfc0!|4 (1) ~4 (5) 

is /ummftzm^Xs mmm* kmm<D$kft& i,s &>T<Dyo&m&&-tz>*& 
mmm± en 

2— (2-7^7 ^ri/xfyl/t^v') —3- (4 ~i7 n D 7x=/^^*- 
20 /WT^y) fc^v^ 

TLC : R f 0.68 (^=¥1^ : ftBftoi^yU= 1:1) ; 

NMR(d6-DMSO) : 8 ll.ll(s, 1H), 7.97(d, J=8.4Hz, 2H), 7.76(m, 1H), 7.72(m, 
1H), 7.63(d, J=8.4Hz, 2H), 7.29(dd, J=8.1, 7.2Hz, 2H), 6.97(d, J=8.1Hz, 2H), 6.94(t, 
J=7.2Hz, 1H), 4.61(m, 2H), 4.34(m, 2H) C 

25 

^J6«4 (2) 
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2- ( (trUS^— 3 — f/L') ^f^tdri/) -3- (4-7/^d7i = 

T L C : R f 0.21 o n tJvUA \ * $ S — /U= 10:1) ; 
N M R (d«-DMSO) : 6 11.10(s, 1H), 8.75(d, J=2.1Hz, 1H), 8.55(dd, J=4.5, 2.1Hz, 
5 1H), 8.05(dd, J=7.2, 5.1Hz, 2H), 7.93(m, 1H), 7.79(d, J=3.0Hz, 1H), 7.75(d, J=3.0Hz, 
1H), 7.50-7.35(m, 3H), 5.42(s, 2H) e 

3UM4 (3) 

2— ( 2 - 7 * / ^ i/xf ;U^-dr i/) —3- (4-7^*0 7*=/^^* 
10 ^jVT^J) t°7^ 

TLC : R f 0.33 (^^i^^ : @^x^/U= 3 : 1) ; 

NMR(de-DMSO) : 6 11.04(s, 1H), 8.04(m, 2H), 7.75(m, 1H), 7.72(m, 1H), 7.39(t, 
J=8.7Hz, 2H), 7.29(t, J=8.7Hz, 2H), 6.97(d, J=7.5Hz, 2H), 6.92(d, J=7.2Hz, 1H), 
4.61(m, 2H), 4.34(m, 2H)„ 

15 

HJ£M4 (4) 

2- ( ^V- 3 tf-AsUr**/) -3- (4-xf^7i^ 

T L C : R f 0.40 u n zft/^A : ^ * 7 —/U= 10:1) ; 
20 NMR(de-DMSO) : 6 10.95(s, 1H), 8.74(d, J=1.8Hz, 1H), 8.54(dd, J=4.8, 1.8Hz, 
1H), 7.93(dt, J=8.1, 1.8Hz, 1H), 7.89(d, J=8.4Hz, 2H), 7.76(d, J=3.0Hz, 1H), 7.74(d, 
J=3.0Hz, 1H), 7.42(dd, J=8.1, 4.8Hz, 1H), 7.38(d, J=8.4Hz, 2H), 5.40(s, 2H), 2.65(q, 
J=7.5Hz, 2H), 1.16(t, J=7.5Hz, 3H) 0 



25 ^4 (5) 

2- (7 x.~jV**f-;Vi>r**/) -3- (2-^ h^-4-^f^7a:=;l/ 
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T L C : R f 0.59 (^^^ : @^^^VU<= 1:1) ; 

NMR(CDCb): 8 7.98(d, J=8.1Hz, 1H), 7.96(s, 1H), 7.68(d, J=3.0Hz, 1H), 7.63(d, 
J=3.0Hz, 1H), 7.44-7.40(m, 5H), 6.86(d, J=8.1Hz, 1H), 6.66(s, 1H), 5.40(s, 2H), 
5 3.72(s, 3H), 2.36(s, 3H) Q 

nrnws 

2- ( (fy v 5 ^- 3 — f/W) -3- (4— ^^T^jcs/I" 



10 




2, S-^PPt'^^yiD^iJC, 2, 3 -v^ a a^y 3rlMJ ^ N 

15 T L C : R f 0.22 o a zfr/U-k : ^ * / — /U= 10:1) ; 

N M R (cU-DMSO) : 8 ll.39(brs, 1H), 8.84(d, J=1.8Hz, 1H), 8.58(dd, J=4.5, 1.8Hz, 
1H), 8.06(d, J=8.1Hz, 2H), 8.02(m, 1H), 7.80-7.65(m, 2H), 7.58-7.50(m, 2H), 
7.46(m, 1H), 7.40(d, J=8.1Hz, 2H), 5.57(s, 2H), 2.35(s, 3H)„ 

20 mmm 5 ( 1 ) ~ 5 (17) 

2, 3 - i^^ o 0 ^ / =Jf f y yil^fciiHStS f7^yf^, 4 
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fr, ^y^T/i/a^W^^^ 3- ( fc K n so* ^tu) eys^Sr 

5 (1) 

2— (2—7*/=^^^^/^^^) -3— (4 f/t/7i= 

TLC : R f 0.71 (^=¥1^ : Mfcr.^vu= i : 1) ; 

NMR(d6-DMSO) : 8 11.30(br, 1H), 8.05(m, 2H), 7.70(m, 2H), 7.50(m, 2H), 
10 7.40-7.28(m, 4H), 7.01-6.95(m, 3H), 4.75(m, 2H), 4.43(m, 2H), 2.33(s, 3H) 0 

HJ£0ij5 (2) 

2- ( (t°y v?>-4--T/U) ^/V^V) -3- (4 *f->vy 

15 TLC:R{ 0.51 p n TjvU-k : ^ 9 / ~JV= 10:1) ; 

NMR(d6-DMSO) : 8 11.46(br, 1H), 8.60(m, 2H), 8.06(m, 2H), 7.73(m, 1H), 
7.65(m, 1H), 7.59(m, 2H), 7.52(m, 2H), 7.40(m, 2H), 5.59(s, 2H), 2.34(s, 3H)„ 

(3) 

20 2- ( (t°y v?^- 3 ->f/u) ^^vl^^vO -3- (4-^ on 7^—^ 

^/vt^/uts y) dp-y^y^ 

T L C : R f 0.15 o u /JvU.^ \ *9 S —)V= 10:1) ; 
NMR(d6-DMSO) : 8 12.00-1 1.00(br, 1H), 8.82(d, J=1.8Hz, 1H), 8.56(dd, J=4.8, 
1.8Hz, 1H), 8.14(d, J=8.4Hz, 2H), 8.01(dt, J=6.0, 1.8Hz, 1H), 7.72(m, 2H), 7.67(d, 
25 J=8.4Hz, 2H), 7.53(m, 2H), 7.44(m, 1H), 5.55(s, 2H) 0 
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mmms u) 

2- (2-7*7^^^/^^) —3- (4-^no7i^W/^ 

TLC : R f 0.83 =3rf".V : ffclfct^vl^ 1:1) ; 
5 NMR (dfi-DMSO) : 5 1 1 50(brs, 1H), 8.20-8. 10(m, 2H), 7.80-7.70 (m, 2H), 7.67(d, 
J=7.8Hz, 2H), 7.52(m, 2H), 7.29(t, J=7.8Hz, 2H), 6.99(d, J=7.8Hz, 2H), 6.94(t, 
J=7.2Hz, 1H), 4.75(m, 2H), 4.42(m, 2H) 0 

WfcM 5 (5) 

10 2- ( (t°yv ? ^-4 — f/V) ^^/^drv') -3- ( 4 - ^ P u V x. ~;\> 

T L C : R f 0.12 (^on zfr/V-k : ^ ^ / — /l^= 10:1) ; 
NMR(d6-DMSO) : 5 8.58(m, 2H), 8.13(d, J=8.4Hz, 2H), 7.70-7.57 (m, 4H), 
7.55(d, J=5.7Hz, 2H), 7.45(m, 2H), 5.55(s, 2H) C 

15 

^WJ5 (6) 

2- ( (t°y v^- 3 ^^/^=¥i/) -3- (4-^yU^-n^^^ 

TLC : Rf 0.15 (^aa ft/UJ* \ * $ J — yU= 10:1) ; 
20 N M R (cU-DMSO) : 5 11.50(brs, 1H), 8.82(d, J=1.8Hz, 1H), 8.56 (dd, J=4.5, 1.8Hz, 
1H), 8.21(m, 2H), 8.01(dt, J=7.8, 1.8Hz, 1H), 7.78-7.66(m, 2H), 7.52(m, 2H), 
7.45(m, 1H), 7.41(m, 2H), 5.55(s, 2H) C 

3li£#j5 (7) 

25 2— (2 — :7^/ ^v'^fvl';*-^^) —3— (4 —7 /^^v 7 ^—s^X/UTis 
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TLC : R f 0.71 (^^r"^V : ._ffcgfcn^vw= 1 : l) ; 

NMR(d6-DMSO) : 5 11.41(brs, 1H), 8.22(m, 2H), 7.73(m, 1H), 7.67(m, 1H), 
7.52(m, 2H), 7.43(t, J=8.7Hz, 2H), 7.30(dd, J=8.7, 7.5Hz, 2H), 7.00(d, J=7.8Hz, 2H), 
6.94(t, J=7.5Hz, 1H), 4.75(m, 2H), 4.42(m, 2H) C 

5 

HJ£0ij5 (8) 

2- ( (t°y v 5 ^- 4-^/1^) ^^/^^v-) -3- (4-7;^P7x = 

T L C : R f 0.10 (■? a a zivUA : ^ * / — 10:1) ; 
10 NMR(de-DMSO): 6 8.59(m, 2H), 8.24(m, 2H), 7.75(m, 1H), 7.65(m, 1H), 7.58(m, 
2H), 7.5 l(m, 2H), 7.44(m, 2H), 5.57(s, 2H) 0 

£%0|5 (9) 

2- ( (i?V i?^- 3-4 t^JVar**/) -3- (4-xf/l/7x-^ 

is ^/^;i/r?y) ^y^r-^y^ 

T L C : R f 0.18 (iJ' n a /Js/UA : * ? / — 10:1) ; 
NMR(d6-DMSO) : 6 11.40(brs, 1H), 8.82(d, J=1.5Hz, 1H), 8.56(dd, J=4.8, 1.5Hz, 
1H), 8.06(d, J=8.4Hz, 2H), 8.01(m, 1H), 7.80-7.65(m, 2H), 7.60-7.48(m, 2H), 
7.44(m, 1H), 7.42(d, J=8.4Hz, 2H), 5.55(s, 2H), 2.63(q, J=7.2Hz, 2H), 1.14(1, 
20 J=7.2Hz> 3H) 0 

»J5 (10) 

2— (2 — 7x/ dr^^^/U^-^iX) —3— (4 -^^^^ai^/W^/UTjK^i 

25 TLC : R f 0.76 (^^r^:/ : ^m^^= 1:1) ; 

N M R (d6-DMSO) : 5 11.28(s, 1H), 8.07(d, J=8.4Hz, 2H), 7.71(m, 1H), 7.66(m, 
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1H), 7.51(m, 2H), 7.41(d, J=8.4Hz, 2H), 7.30(dd, J=8.1, 7.2Hz, 2H), 6.99(d, J=8.1Hz, 
2H), 6.94(t, J= 7.2Hz, 1H), 4.74(m, 2H), 4.42(m, 2H), 2.63(q, J=7.5Hz, 2H), 1.14(t, 
J=7.5Hz, 3H) 0 

5 H»J 5 (11) 

2- ( (t°y v^- 4 t^-tVJr**/} -3- (4 -^^vl^a^/U 

T L C : R f 0.10 (^nn tM/I^A : t< ^ 7 — /U= 10:1) ; 
NMR(d6-DMSO) : 5 8.59(m, 2H), 8.08(d, J=8.1Hz, 2H), 7.74(m, 1H), 7.65(m, 
10 1H), 7.59(d, J=5.7Hz, 2H), 7.5 l(m, 2H), 7.43(d, J=8.lHz, 2H), 5.58(s, 2H), 2.64(q, 
J=7.5Hz, 2H), l.lS(t. J=7.5Hz, 3H) 0 

mmWS (1 2) 

2- (7^^/^^^/^driX) -3- (4-^f/W7i= ^^*=^7? 

15 y) =¥y=¥i^y^ 

TLC : R f 0.71 (^f-^ : gj^^/U= 1 : 1) ; 

NMR(de-DMSO) : 8 11.27(s, 1H), 8.04(d, J=7.8Hz, 2H), 7.68(m, 2H), 7.58(d, 
J=6.9Hz, 2H), 7.5 l(m, 2H), 7.44-7.28(m, 5H), 5.52(s, 2H), 2.33(s, 3H)„ 

20 5 (13) 

2- ( — <M jf/Uttis) -3- (4-/Pt>7i^ 

T L C : R f 0.49 (^ n n : ^ ^ / — /U= 10:1) ; 

NMR(de-DMSO) : 6 11.36(brs, 1H), 8.83(d, J=1.5Hz, 1H), 8.56(dd, J=4.5, 1.5Hz, 
25 1H), 8.06(d, J=8.4Hz, 2H), 8.01(d, J=4.5Hz, 1H), 7.69(m, 2H), 7.52(m, 2H), 7.44(m, 
1H), 7.40(d, J=8.4Hz, 2H), 5.55(s, 2H), 2.59(t, J=7.5Hz, 2H), 1.55(q, J=7.5Hz, 2H), 
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0.84(t, J=7.5Hz, 3H) 0 

nmms (14) 

6-7^—^-2- ( (t°y i?^- 3 -- </u) ^f/^^v) -3- (4- 

TLC : R f 0.30 (^^r^>- : f^^^vU= 1:2) ; 
NMR(d6-DMSO) : 6 11.05(brs, 1H), 8.82(d, J=2.1Hz, 1H), 8.54(dd, J=3.9, 2.1Hz, 
1H), 8.37(s, 1H), 7.99(dd, J=3.9, 1.8Hz, 3H), 7.89(d, J=8.1Hz, 2H), 7.45-7.36(m, 
6H), 5.56(s, 2H), 2.35(s, 3H) G 

10 

mmms a 5) 

5-7^^/^-2- ( (fc°yv^-3 — fAO ^^/^^v-) -3- (4- 

TLC : R f 0.29 (^^^ : @^^^^= 1:2) ; 
15 NMR(d6-DMSO) : 8 11.14(brs, 1H), 8.79(m, 1H), 8.55(m, 1H), 8.35(s, 1H), 
7.96(m, 4H), 7.77(d, J=6.9Hz, 2H), 7.46-7.36(m, 5H), 5.47(s, 2H), 2.33(s, 3H) 0 

^J£#I5 (1 6) 

5-7i^-2- (2- (N-7i=;U-N-^f;I/7^y) ^fvU;^ 

20 -3- (4-^f^7i=/^^- ^ y) t'^v^ 

TLC : R f 0.41 (^^rif V : ft|^ai^/U= 1:1) ; 

NMR(d6-DMSO) : 6 10.91(brs, 1H), 8.30(s, 1H), 7.93(d, J=8.4Hz, 2H), 7.76(d, 
J=8.4Hz, 2H), 7.40(m, 5H), 7.16(t, J=8.4Hz, 2H), 6.77(d, J=8.4Hz, 2H), 6.61(t, 
J=8.4Hz, 1H), 4.50(t, J=6.0Hz, 2H), 3.78(t, J=6.0Hz, 2H), 2.97(s, 3H), 2.34(s, 3H) C 

25 

(1 7) 
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6 - 7x^;U- 2 - (2- (N-^f;l'-N-7x^7?;) jn^vu;*-^ 
v0 -3- (4-^f/W7i=/^^*= /WT^y) t*7^y 
NMR(CDC1 3 ) : 8 8.21(s, 1H), 8.07(d, J=7.8Hz, 2H), 7.75(d, J=7.8Hz, 2H), 
7.48-7.29(m, 11H), 4.49(br, 2H), 4.00(br, 2H), 3.31(br, 3H), 2.41(s, 3H) C 

5 

###J3 

2_^ n ^-6-^ ^vl^— 3 — (4-^f^7i^/^/l'^/l'7 5/ ) t° 

2, e-^^-a-r^^^c^Di:, 2 -^n^e- 3 -7 

TLC : R f 0,61 (^^^^ : It$^fvU= 1:1) ; 

N M R (cU-DMSO) : 6 10.82(br, 1H), 8.13(s, 1H), 7.85(d, J=8.1Hz, 2H), 7.37(d, 
J=8.1Hz, 2H), 2.36(s, 3H), 2.35(s, 3H) e 

15 

##0ij4 

2-^13^-6-^^/^-3— (N- ( 4 - ^ f ^7 x =;^/l^7f;=/I/) — 
N— (2- h y ^^VWXJJ /Uoc^/W) T ^ / ) t*7^^ 

#tW3t|}3itm«i dg) £2- (by^^ixy/u) ji^y- 

20 /I' (0.628m L) (D^k^^W^ (2 5mL) ^Cl.73mo l/g(Dtf})^ 
— !7-7K— h h y 7^^^7f;^7-f ^ (2.53 g. # * n ^#-J§- : 800380, TAr* 
hx^y ni^—^#|±) ^^^ry^7J/^^>v^U— h (1.99m L, 

25 *7^^Pvf^77>f- (-^^-y-^ : gt^tfv^ 4 : 1 -» 3 : 1) IE J: 
o-cm^U J^T^ttffiSrW-rS^Mib^ (3 2 0mg) £#fc 0 
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TLC : R f 0.58 (^^V : ffim^^= 2 : l) ; 

NMR(CDC1 3 ): 6 7.92(d, J=8.4Hz, 2H), 7.30(d, J=8.4Hz, 2H), 7.15(s, 1H), 3.69(m, 
2H), 2.43(s, 3H), 2.34(s, 3H), 0.67(m, 2H), -0.07(s, 9H) 0 

5 ##09 5 

6-^^/U-2- ( (3, h^i/^^^yw) ^f/l't^V) -3- 

(N- (4 — ^^/U^*^/^/^-^^) — N— (2 — h V ^ 'f-fri/ V A/^- 

TLC : R f 0.56 (^^ri^^ : ftife*^/^= 1 : D • 

15 6-p<^/^-2- ( (3, 4-v^ hdf-v-^^-yU) ^W^;/) -3- 
(4 - ^ Wx-;^;^^7 5 7) t^v^ 

##0!l5^»iJtUfcffc:^«J«ria*J*O 1 N7yftf h 7 T^/l^T^^ «7 
!I*^*7^P^h^77-f- (^^^ : f^^/U= 3 : 1 — 2 : 

20 i) n<totii!u &T<Dwmm* : g-$- (8 8m g ) 

TLC : R f 0.45 (^^ifV : ffim^*7-^= 1:1) ; 

NMR(d6-DMSO) : 6 10.58(br, 1H), 7.82(d, J=8.1Hz, 2H), 7.61(s, 1H), 7.32(d, 
J=8.1Hz, 2H), 7.13(d, J=1.5Hz, 1H), 7.03(dd, J=8.1, 1.5Hz, 1H), 6.94(d, J=8.1Hz, 
25 1H), 5.27(s, 2H), 3.75(s, 3H), 3.74(s, 3H), 2.34(s, 3H), 2.27(s, 3H) Q 
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mmme (d 

6 — ^^-/U— 2 - ( (3- (2— v^^WT ^ ycc^/l^^vO - 4 h 
drv^^^/U) ^fvl^^vO —3- (4 - ^ f ^7 s-^^^/l'T 5 

5 3, 4 -v^ h^-^^^^T/Wn— /KZ>ftfe«3 3- (2-v^^/V- 

T L C : R f 0.36 n a : ^ * / — /U= 10:1) ; 

NMR(d6-DMSO) : 6 7.78(d, J=8.1Hz, 2H), 7.52(s, 1H), 7.28(d, J=8.1Hz, 2H), 
10 7.15(d, J=1.8Hz, 1H), 7.04(dd, J=8.1, 1.8Hz, 1H), 6.95(d, J=8.1Hz, 1H), 5.23(s, 2H), 
4.06(t, J=5.1Hz, 2H), 3.75(s, 3H), 2.76(t, J=5.1Hz, 2H), 2.33(s, 3H), 2.32(s, 6H), 
2.23(s, 3H)„ 

15 6-7*0^-2- ( (3, ^i/7x^;U) * f^t^V) -3- 

3, 4-v^ h^V^^/uT^-/w£r^T. H»J 1 t mm<Dmft& 

20 TLC : R f 0.35 (^^i^V : g»3^/V= 1:1) ; 

NMR(d6-DMSO) : 5 7.60(s, 1H), 7.13(d, J=1.8Hz, 1H), 7.02(dd, J=8.4, 1.8Hz, 
1H), 6.93(d, J=8.4Hz, 1H), 6.49(br, 2H), 3.76(s, 3H), 3.74(s, 3H) e 

HIM 7 

25 6 -7'P^e- 2 - ( (3, 4-^h^7x=/U) *J-;V**ci/) -3- 
(4-^PD7i^7;^;l/7?/) \?7i?Z/ 
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TLC : R f 0.50 (^O'if^ : g£^c^vw= 3:1) ; 
5 N M R (dfi-DMSO) : 8 11.25(br, 1H), 7.92(m, 3H), 7.63(d, J=9.0Hz, 2H), 7.14(d, 
J=1.8Hz, 1H), 7.04(dd, J=8.1, 1.8Hz, 1H), 6.95(d, J=8.1Hz, 1H), 5.28(s, 2H), 3.75(s, 
3H), 3.74(s, 3H) 0 

mMM7 (1) ~7 (4) 
10 ###j6T-§^Lfcte<£#><t 4 P P^^if^/M^/I^ P y KOft 

3li&0ij7 (1) 

15 6-^p^-2- ( (3, 4-^ h^^z^l/) *^7M-s*$') -3- 
T L C : R f 0.52 (^Vi?^ : ;U= 3:1) ; 

NMR(d6-DMSO) : 8 11.15(br, 1H), 7.97-7.9 l(m, 3H), 7.64-7.53(m, 3H), 7.15(d, 
J=2.1Hz, 1H), 7.05(dd, J=8.4, 2.1Hz, 1H), 6.95(d, J=8.4Hz, 1H), 5.28(s, 2H), 3.76(s, 
20 3H), 3.75(s, 3H) 0 

ni&M7 (2) 

6-7'n^-2- ( (3, 4-^ h#i/7x^;H .^W^fV) -3- 
(4-7;wto7xi/W/v*^i'T^) 
25 TLC : R f 0.48 ('OifV : jftife:E^vU= 3:1) ; 

NMR(de-DMSO) : 6 11.18(br, 1H), 8.01(m, 2H), 7.92(s, 1H), 7.40(t, J=8.7Hz, 
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2H), 7.14(d, J=2.4Hz, 1H), 7.05(dd, J=8.1, 2.4Hz, 1H), 6.96(6, J=8.4Hz, 1H), 5.28(s, 
2H), 3.76(s, 3H), 3.75(s, 3H) 0 

mmw7 (3) 

5 6 --/p^- 2 - ( (3, 4-^b= ! E-v'7x^) p< ^Vl^^V) -3- 
T L C : R f 0.60 (-^^if ^ : ftfi£x.^vu= 3:1) ; 

NMR (dfi-DMSO) : 8 11.10(br, 1H), 7.93(s, 1H), 7.75(m, 2H), 7.44(d, J=5.1Hz, 
2H), 7.15(d, J=1.8Hz, 1H), 7.05(dd, J=8.4, 1.8Hz, 1H), 6.95(d, J= 8.4Hz, 1H), 5.28(s, 
10 2H), 3.76(s, 3H), 3.75(s, 3H), 2.36(s, 3H) 0 

mxmi (4) 

6 -7o^- 2 - ( (3, ^/I'^v') -3- 

(3 - >f;u7*=;i'^;i'*^r 5 /) fc^S^ 
15 T L C : R f 0.60 (^^if ^ : g^ct^vi-= 3:1) ; 

NMR (d«-DMSO) : 6 11.32(br, 1H), 7.92(m, 1H), 7.83(s, 1H), 7.50(dt, J=1.2, 
7.5Hz, 1H), 7.35(m, 2H), 7.15(d, J= 1.2Hz, 1H), 7.03(dd, J=8.1, 1.8Hz, 1H), 6.95(d, 
J= 8.1Hz, 1H), 5.30(s, 2H), 3.76(s, 3H), 3.75(s, 3H), 2.57(s, 3H) C 

20 H1i£0iJ 8 

6- (4-7^/U7^^>) -2- ( (3, 4-^ h^^>7x^) 
/M-^iX) -3- U-^/^^^/l^/M^/WT^ /) f^v^ 

mmmi (2) -cssiitufcfk^ (7 0m g ) „ 4-7^7^=/^^ 

g* (3 8mg) ij^^ hS^ (60mg) Ol, 2-v^ h^i/o^:/ 
25 (lmL) (0.5mL) Ml^on^ ( h U 7x=/l/*^7^ y) 

/^v^A (n) (4.9m g N 5%N-7^t°ny K^flMK) *Mx.ti 0 
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f^77>f- C^^-^V : 5 : l->3 : 1) laotliU 

5 ^T^IfcttffiSrWi-S**^!^* ( 4 8 m g ) £#fc„ 
TLC : R f 0.46 (^-^V : gfgfe3i^U= 1:1) ; 

NMR(d6-DMSO) : 8 10.88(br, 1H), 8.3 l(s, 1H), 7.90(d, J=8.4Hz, 2H), 7.88(d, 
J=8.4Hz, 2H), 7.36(d, J=8.1Hz, 2H), 7.26(d, J=8.1Hz, 2H), 7.20(d, J=1.8Hz, 1H), 
7.08(dd, J=8.1, 1.8Hz, 1H), 6.94(d, J=8.1Hz, 1H), 5.43(s, 2H), 3.73(s, 3H), 3.72(s, 
10 3H), 2.35(s, 3H), 2.33(s, 3H) Q 

^lfe^J8 (1) ~8 (3) 

15 

^H£0iJ8 (1) 

6- (3-7?; /7x=;U) -2- ( (3, h ^v^cc— /W) 

/M-*iX) -3- (4-^f^7x^X/^-;l'7; /) fc^S^ 
TLC : R f 0.31 h=SffV : ^f^= 1:2) ; 
20 NMR(d«-DMSO) : 6 8.17(s, 1H), 7.87(d, J=8.1Hz, 2H), 7.35(d, J=7.8Hz, 2H), 
7.23(d, J=9.3Hz, 2H), 7.10(m, 3H), 6.94(d, J=8.1Hz, 1H), 6.58(dt, J=7.5, 2.1Hz, 1H), 
5.42(s, 2H), 3.73(s, 6H), 2.35(s, 3H) 0 

mMM8 (2) 

25 6- (3 -7£/U*;U7xl~/U) -2- ( (3, Y**/y a^-jV) * 

^•)VHsr^-^) -3- ( 4 - ^ 1 ^/I/^^* ^/l/7 5 / ) fc'^v^ 
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TLC : R f 0.36 (^=¥^^ : &&^?-jV= 1:1) ; 
NMR(d«-DMSO) : 8 11.04(br, 1H), 10.07(s, 1H), 8.53(s, 1H), 8.44(s, 1H), 8.33(d, 
J=7.8Hz, 1H), 7.90(m, 3H), 7.68(t, J=7.8Hz, 1H), 7.36(d, J=7.8Hz, 2H), 7.20(d, 
J=1.8Hz, 1H), 7.12(dd, J=8.1, 1.8Hz, 1H), 6.94(d, J=8.4Hz, 1H), 5.46(s, 2H), 3.72(s, 
5 6H), 2.35(s, 3H)„ 

^^J8 (3) 

6- (3-* Y***/-? =>~M -2- ( (3, h^7i= /U) * 

^Vl'^v') -3- (4 - ^f/U7x=^/^^7 ^ /) fc°7v^ 
10 TLC : R f 0.40 : g|sgfcc?-/U= 1:1) ; 

NMR(dfi-DMSO) : 5 10.95(br, 1H), 8.35(s, 1H), 7.84(d, J=8.1Hz, 2H), 7.57(d, 
J=8.1Hz, 1H), 7.51(m, 1H), 7.35(m, 3H), 7.19(d, J=1.8Hz, 1H), 7.08(dd, J=7.8, 
1.8Hz, 1H), 6.94(m, 2H), 5.43(s, 2H), 3.79(s, 3H), 3.72(s, 6H), 2.34(s, 3H) G 

15 mmm 9 

2- ( (3-^W^7x-/V) ^f/l't^i/) -3- (4-^^/W 

H2&0IJ3 (5) -e^itbfcfb^ (3 6 7mg) ( 8 m L) 

^$?*£3 7%^A7^rt KtK^ (2 9 7 /z L) ^MT^PX-fco ^ 
20 »:OlCt hU7t h=3r^7K^b^»7^ MJ ?A (8 3 9 m g ) SrJPfcfc. 

H^!)*^7A^n^F^77^ ^rl^ : @^jc^= 2 : 1) 

\zxoxmmv. wy<Dmmu*m-fz>*mnit'&M o 2 8m g ) £#fc 0 

25 TLC : R f 0.65 (^df-f-^ : g£^cfvU= 1:1) ; 

NMR(d6-DMSO) : 5 10.90(s, 1H), 7.88(d, J=8.1Hz, 2H), 7.78 - 7.66(m, 2H), 



164 



WO 2004/007472 



PCT/JP2003/008654 



7.36(d, J=8.1Hz, 2H), 7.17(t, J=8.4Hz, 1H), 6.84(brs, 1H), 6.77(brd, J=7.8Hz, 1H), 
6.68(m, 1H) , 5.33(s, 2H), 2.89(s, 6H), 2.36(s, 3H) e 

HJ60II9 (1) 

5 6- (3-'^W^7s=;U) -2- ( (3, h*V7* = 

/l0 /^/M^vO -3- (4-^f^7i=/l'7/^^l'7 ^ 7) fc^v 5 
>- 

^WJ3 (5) -r^itLf^b^^t>i9^. m&M8 (i) -egstitL/c 

io it&m*m^o 

TLC : R f 0.47 {^Vls : &&3l<?-a,= 1:1) ; 

N M R (d«-DMSO) : 8 10.90(br, 1H), 8.30(s, 1H), 7.88(d, J=8.4Hz, 2H), 7.36(d, 
J=8.4Hz, 2H), 7.28-7. 18(m, 4H), 7.07(dd, J=8.1, 1 2Hz, 1H), 6.92(d, J=8.1Hz, 1H), 
6.74(m, 1H), 5.44(s, 2H), 3.72(s, 6H), 2.93(s, 6H), 2.35(s, 3H) D 

15 

nmm 1 o 

2- ( (3-Tir^/WT^ / ^^/W^"^^) -3- (4— ^^/P 

mmm3 (5) T«gLfcfl^3 (l 5 0mg) <Dmt^^^^ (6mL) 
20 ^(Ct°y v>>- (1 3 1 /z L) £&t7K@t^ (7 6 jtt L) Sr^P^7c„ S/^^ 

;^7^^n-7h^77^- drf-V : |^^^yU= 1 : 2) laoTlt 
«U «T©4fettll[S:W-r«*»W<b^» (15 3mg) Sr&fc. 
25 TLC : R f 0.22 (^^i^ : gfcg^^v^ 1:2) ; 

NMR(d6-DMSO): 5 10.92(s, 1H), 9.98(s, 1H), 7.88(d, J=8.4Hz, 2H), 7.80-7.68(m, 
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2H), 7.63(s, 1H), 7.56(d, J=7.5Hz, 1H), 7.36(d, J=8.4Hz, 2H), 7.30(t, J=7.5Hz, 1H), 
7.17(d, J=7. 5Hz, 1H), 5.37(s, 2H), 2.36(s, 3H), 2.04(s, 3H) C 

mmm 1 1 

5 6 -zfa^e- 2 - ( (3- (2-v?^/UT^/^/M-3rv') -4-yh 
^fi/7x^) y ^/M-^vO -3- (4-^f^7x=/^^*^I/7 5 

y) t'^v^ • mj #-M£ 

HlfeWl (3) -C«3&Ufcfc£*l (12 0mg) <D^*/-^ (2mL) 

tg&te i ntk^i:^ h v vj**mw. (o.2i7m D sr^xL^o m.fou-&m* 8 

it&W (9 4mg) 

T L C : R f 0.32 n p tJs/UA : y ^ y — 10:1) ; 
NMR(d6-DMSO) : 6 7.62(d, J=8.4Hz, 2H), 7.33(s, 1H), 7.10(m, 3H), 7.00(dd, 
J=8.4, 1.8Hz, 1H), 6.93(d, J=8.4Hz, 1H), 5.08(s, 2H), 4.02(t, J=6.0Hz, 2H), 3.74(s, 
15 3H), 2.61(t, J=6.0Hz, 2H), 2.27(s, 3H), 2.20(s, 6H) Q 

HJ60»I 1 2 

6-^0^-2- ( (t'y 

-3- (4-^f^7i^;^;^^7 5 y) t°7v/y 
20 HJfetfiJl (1) T^itLfcfb^#) (5 0 0mg) C^bo*/^ ( 5 m L) 
tm^O'C-C? 0%m-^ a nig^JB.$i6 (3 4 0mg) *MZ-tc 0 

25 =1:1-*1:2-*0:1 — : * ? / —/U= 5 : l-*3 : 1) \Z 

±ot»«U EJLTOttttffi&W-ra**^^ (3 17mg) £#fc 0 
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T L C : R f 0.54 P p jjvU- A : * $ J —;V= 10:1) ; 

N M R (cU-DMSO) : 6 11.28(br, 1H), 8.58(s, 1H), 8.19(m, 1H), 7.89(s, 1H), 7.83(d, 

J=8.1Hz, 2H), 7.46(m, 2H), 7.34(d, J=8.1Hz, 2H), 5.32(s, 2H), 2.35(s, 3H) D 



5 mmm 1 3 

6-^n*-2- ( (l-^f/H: , !J^!?A-3-'f^) 
-3- (4-^f;l'7x- /UT^S) v^V • ^ n ]} K 

UttfVl (1) T«£L7cte3^ (3 0 0mg) (PT-fch^ (5mL) ^ 
V {C^^iv (6 4 n L) ^Px.rc D 8felt#L/c 0 

flg : *9J—JV* 2 N tKX2. ^^7-/^X2) Sriil/tlfHKU 

»T©«W4«[*^ri-5*:*W^«!l (2 8 8mg) £r#7c 0 
N M R (d$-DMSO) : 5 11.30(br, 1H), 9.38(s, 1H), 9.02(d, J=6.0Hz, 1H), 8.75(d, 
J=6.0Hz, 1H), 8.20(dd, J=8.1, 6.0Hz, 1H), 8.00(s, 1H), 7.89(d, J=8.1Hz, 2H), 7.36(d, 
15 J=8.1Hz, 2H), 5.58(s, 2H), 4.41(s, 3H), 2.35(s, 3H) Q 

#%0ij7 

2-^dp-3- ( 3 - ^ f;l^7 x=;u^^^=^7 5 7 ) ^/^rtyy 
TLC : R f 0.40 (^=^1^ : @^^^^^= 1:1) ; 

NMR (dc-DMSO) : 5 8.12 (m, 2H), 7.87 (m, 2H), 7.71 (t, J=7.8Hz, 1H), 7.61 (t, 
25 J=7.8Hz, 1H), 7.42 (m, 2H), 2.45 (s, 3H) Q 
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■to ) 

5 wang mm mmt^mm^ti:. 1 ^^^a^^&^m^ v * 

1 00-20 0^ vfgf^ A00110, 0.82mm o 1/g. 

4.0g) SrMf b7t Kd77^ (4 0mL) WK»£ii\ - 7 S°CX*T 
=^V#IS^Tx ##^J7T^itbfc^^ (1.82g) , MJ7x^77^ 
^ (1.29 g) % 4 0 %7 ^ i?*^^y^xf /H^r/KO h/^>1BHft (2.24 
10 mL) ^IH^P^fCo S^S^Sr^fifl 6^M8t#bfc, RJfcS^ttS: 
5iiLfc„ #Wcti^fh7t KD77^ (4 0mL) T* 3 UK * / 
— (4 0mL) T*2lEk mt^^^> (4 0mL) "C 4 |slMg#;tfe# U ft 
fl^* (1) (5.36 g) &#fc 0 

15 ###J 9 



###]8T-iaS£L;Mt;^ (1) (7 5 0mg) ^t^StK^ h7k Kn7 7 
> (6mL) ^iaT?T/U=^V#|flSCT. 2-7*y^r^ai^y 
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— A* (l.l5mL) > 1.0M7^fh9^W^*-!?A©f h7t Kn7 
9^mm (2.3m L) SrMiKMjn&fc. S)CI^S:6 0lCf2 4B#Bgjf#Lfc 0 
Sf£?2S^«JS:M*T??&aiU. *>ilbfc„ #btifc1SfMf h7t Kd77 
> (lOmL) T'3|eK ^fc^l'V (lOmL) T- 3 [n]|ll#:tfe# U fttg 
5 U (2) (8 3 4mg) &#fc„ 

HJSM 1 4 

2- (2 —r7zcj ^v^^/M"^-^) -3- ( 3 - ^f^7i^M/^^ 

10 ##0ij9-C*®l5tUfc^^I (2) (8 3 4m g) £5 0% b V 7 >V*u%$ 
^1, (lOmL) SJt&» 

HJ7^toft»0 1, (lOmL) T'3[el^b 

15 mitohto ( 1 6 8 m g ) £r#/5: 0 

TLC : R f 0.56 (^^rl^ : $fc&zr.<?-/i,= 3 : 2) ; 

NMR (d«-DMSO) : 5 11.34 (br, 1H), 8.10-7.85 (m, 2H), 7.84-7.62 (m, 2H), 
7.60-7.40 (m, 4H), 7.32 (t, J=8.1Hz, 2H), 7.02 (d, J=8.1Hz, 2H), 6.97 (t, J=8.1Hz, 
1H), 4.77 (m, 2H), 4.45 (m, 2H), 2.41 (s, 3H) ; 
20 HPLCft^ (^) :4.18; 

Mass 7*—* : 893 (2M+Na) + , 436 (M+H) + 0 

MMMl 4 (1) -14 (210) 

25 St57;^3-;^i^^fflv^T > 7 ^###J 8 — #MfM 9 — HIS^J 
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mmm u (d 

2- ( v 5 ^- 3 ^^vM" 5 ^) -3- (4-^^/1^7 31^^ 

5 HPLCifc^flfP^ (#) :3.34; 

Mass ^ : 813 (2M+H) + , 407 (M+H) + „ 

HJSMl 4 (2) 

2- ( (eyi^^-4— pt^^iy) -3- (4-^^/^7oi^^ 
10 x/M^/WT 5: y ) ^/^riT-!;^ 
HPLCftHll^ (#) : 3.37 ; 
Mass : 835 (2M+Na) + , 407 (M+H) + „ 

mmmi 4 (3) 

15 2- (2- (k , Uv i y-2 — f/W) ^^/W^-^'» -3- (2-^f^7x 

H P L C^^B#Ph1 (#) : 3.33 ; 

Mass x — ^ : 863 (2M+Na) + , 421 (M+H) + 0 

20 mnmi 4 (4) 

2- (3- (t°U^^-3-^/U) T'atVU^-drv') -3- (4-p< h^rv' 

7^^/u^/^7j>=/i-T5 /) ^y^i7-y^ 

H P L CfiMWffl (#) : 3.36 ; 

Mass 7*— $ : 923 (2M+Na) + , 451 (M+H) + „ 

25 

mmmi4 (5) 
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2- (2— (N — y ^VU-N— -O'i^A^T % y) J-^/^^v^) —3- (4 

H P L C««r«FW (#) : 3.50 ; 
Mass : 463 (M+H) + , 242 Q 

5 

IIW14 (6) 

2- (2- (N-^f;U-N-7x-^7^;) xf/Ut^y) -3- (4 

H P L C{fcf£l$fffl (#) : 3.64 ; 
10 Mass 7 s — -9 : 449 (M+H) + Q 

* 

mmmi 4 (7) 

2- (2- (3, 5 -v>y /U— 1 ->f/u) ^^/u^-dri^) -3 

- (4-y ^/^^—/KX/UTfrxvUT ^ y) *s*f-v-v> 
15 H P L CfiMWIBi (#) : 3.61 ; 
Mass 7 s — # : 438 (M+H) + „ 

mmmi 4 (8) 

2- (2 -7xy#'>x^;^v') -3- (4-^f^7xx;^^x 
20 /UT^ /) 3V3rlMJ ^ 

HPLC^^I (5)) :4.15; 

Mass x — ^ : 893 (2M+Na) + , 436 (M+H) + 0 

mmmi 4 o) 

25 2- (3 -^ai^y^d tVU^-^ix) -3- (4 — y ^/l^aixvW^Wtfc^ 

y) =*y =^im; >- 
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HP LCft»«?M (£0 : 4.31 ; 

Mas sf-^ : 889 (2M+Na) + , 434 (M+H) + D 

Hffiftl 14 (10) 

5 2- (4-7x^f/Wt#i^) -3- (4-^Wx^;I/7/l/*^l/ 

HPLC^M (#) :4.40; 

Mass 7*—* : 917 (2M+Na) + , 448 (M+H) + 0 

10 MMM 14 (11) 

2- (2- (^71^-2-^^) ^T'A'Jt^i') -3- (4-^f;1^7 

HPLC^jt^ (^) :4.17; 

Mass x — ? : 873 (2M+Na) + , 426 (M+H) + „ 

15 

mmmi 4 (12) 

2- (3- (fc°y v 5 ^- 3 — fyu) -3- (4— ^tVut 1 

HPLC<S»1 (#) :3.40; 
20 Mass 7 s — # : 435 (M+H) + B 

mmmi 4(13) 

2- (3 -^<^v J /^=5rv'7 e P eVM"3rV) -3- (4-^^^^^=/^ 

25 HPLCflM^B^ (#) :4.23; 
Ma s sf-^ : 464 (M+H) + 0 
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mmmi4 (u) 

2- (2- (1:1^-2-^^) xf/ut^^/) -3- 

^/u^/u/^^^t 5: y ) ^/^r-y-y:/ 

5 HPLC^F^ (^) :3.34; 
Mass : 421 (M+H) + „ 

iSil 4(15) 

2- (3- (t'y v^- 2 ZfuK'/V***/) -3- (4-^f;U7 

10 ^—/ux/uft—suT \ j ) dp-ydfif-y^ 

HPLC^FI (#) : 3.40 ; 
Mass x— 9 : 435 (M+H) + D 

HJfctfiJl 4 (16) 

15 2- (2- (t°y> ? >'-4 — < )V) 3L?-;ua-3<-» -3- (4-^f;P7x 

=/^yu7jN^/^T5: y) ^y^rf-y^ 

HP L CflM^BfP^ (#) : 3.36 ; 
Mass 7 s — 9 : 421 (M+H) + 0 

20 mMW 14 (17) 

2- ( (ff7tKP77>'-2-^^) t^^^ri/) -3- (4-/^ 

;i/7x^^*^T;y) =3ry^-y-y>- 

HPL C&kft&Fm (#) : 3.93 ; 

Mass "7—2 : 821 (2M+Na) + , 400 (M+H) + D 

25 

Hffiftl 14 (18) 
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2- a^^is/Ut^/U^^i/) -3- (4 - ^f^7x=;l/^^*- 

H P L C*fcJ3fB#FiS1 (#) : 4.47 ; 

Mas s-r— * : 845 (2M+Na) + , 412 (M+H) + 0 

5 

HJfefcl 14 (19) 

2- (2- (f^U v^- 1 -^AO m^/U^V) -3- 

H P L C^^rHl (#) : 3.37 ; 
10 Mass x — 9 : 427 (M+H) + „ 

HifcM 14 (20) 

2- (2-^^a^^/U^^/^drv^) -3- ( 4 - f;U7 ^~/UX;U 

15 HPLC^UFI (^) :4.48; 

Mass y*—9 : 845 (2M+Na) + , 412 (M+H) + D 

mmm 14(21) 

2- (2- W!)v-4-{;i') ^^/u^-drix) —3- (4 —**f->vy 
20 x=;^;^;i/T5/) 

HPLCftj*«FW (#) :3.30; 
Mas s^r — 9 : 429 (M+H) + „ 

HJSMl 4(2 2) 
25 2- (2- (t°^y— /l^- 1 -^/l^) ^^vl^^vO — 3- (4— 
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HPLCGM$B#H9 (#) : 3.75 ; 
Mass 7 s — $ : 410 (M+H) + „ 

MMM 14 (23) 

5 2— (2-i/^o/ok>xf;l/t^» -3— (4 f;l/7x^^/l/ 

H P L C^^F^ (#) : 4.20 ; 

Mass 7 s — # : 789 (2M+Na) + , 384 (M+H) + e 

io mmmi 4(24) 

2- ( (tryv^-2 — (/I?) tf-frit^i/) -3- (4 - ff-jv? 

H P L C{SjM#B#F^ (#) : 3.40 ; 
Mass y^— ^ : 407 (M+H) + , 242 G 

15 

mmmi 4(25) 

2— (2 — v'^ n^^;/;l/xf;i/t^^) —3- (4 — > 
Tfr^uT^/) ^y^riMJ^ 
HPLC^^ : 4.55 ; 

20 Mass ^f— $ : 873 (2M+Na) + , 426 (M+H) + Q 

%1tmi 4 (2 6) 

2- (3- (fc'^y l — (fr) -7n\?}Vj>r**/} -3- (4-^^/u 

25 HPLCfiHWW (#) : 3.42 ; 
Mass "7*—^ : 441 (M+H) + 0 
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mmmi 4 (2 7) 

2- (is? v^s^/v -3- (4-yf;i/7x^^;ujh^ 

/i-r 5: / ) vis 

5 HPLCfjfW (^) :4.35; 

Mass x — * : 817 (2M+Na) + , 398 (M+H) + Q 

HJ£0iJ 14 (28) 

2— (2 -7*- /W^/l^^v') -3- (A - **f- ?V~7 3L~;V7s;Vi£z=-;V 

io r^y) *-/=*imj:/ 

HPLC&Wtifm (ft) :4.21; 
Mass -7^— ^ : 420 (M+H) + Q 

14 (29) 

15 2— ( (fc°y v 5 ^- 2--T/U) y^vM-^rv') -3- (7 ^~/]sX/\s7fr=L/U 

rs:/) ^y=¥i7-y^ 

H P L C^B#^1 (ft) : 3.33 ; 
Mass 7 s —? : 393 (M+H) + , 302 o 

20 mt&Ml 4(3 0) 

2- ( (H°Vi>> / -2 — i )V) J^-JUsS-*^) -3- (2-*^Jls7 3o~/ls 

*;\,&^;\,t% y) ^-y^-v-y^ 

H P L Cifcf#B#P B 1 (#) : 3.38 ; 
Mass 7 s —? : 407 (M+H) + , 316„ 

25 

4(31) 

176 



WO 2004/007472 I 



'CT/JP2003/008654 



2- ( (fU iff— 2 — <)V) -3- (3 - t^jvy a^~)V 

H P L CtfM^Pel (#) : 3.42 ; 
Mass "T— 9 : 407 (M+H) + «, 

5 

m$m \ 4(32) 

2- ( (t°U S^V- 2-^f/W) ^f/I/t^^) -3- (4-p< 

H P L CG^Bf Hfl (#) : 3.36 ; 
10 Mass 7 s —5 : 423 (M+H) + Q 

mmmi 4(33) 

2— (2 — P^^V;nf;^#i/) -3- (7i=;^/^^T^ 

15 HPLC^jfil^ (^) :4.48; 
Ma s sx— ^ :412(M+H) + 0 

4(3 4) 

2— (2 — a^^i/;l/xf;Vt^v') —3- ( 2 — y ^^7 ^^^^/U 

20 *=^t^/) ^y^iT-y^ 

H P L C#M$B#fi (#) : 4.57 ; 
Ma s sx— ^ :426(M+H) + 0 

mmm 14 05) 

25 2— (2 — □^^i/;l/xf;l/t^v') —3— ( 3 — y ji— /P-^/l' 



177 



WO 2004/007472 ; l 




'CT/JP2003/008654 



H P L CfiMWK (#) : 4.59 ; 
Mas s : 426(M+H) + „ 

mmm u (36) 

5 2— (2 — is 9 p^dr^xf/Wt^v') -3— (4 — h^->ycc=^jU^ 

HPLCfiMWKI (#) :4.50; 
Mass ^ : 442 (M+H) + „ 

io mmm 14 (37) 

2- (3- (t^y^-l — (M ~7ut 0 ;vjr*c*/) -3- (;7;n=/W* 

HP L (#) : 3.33 ; 

Mass <f—$ : 427 (M+H) + 0 

15 

mmm 14 os) 

2- (3- (t'^JJ 1 -'TA') :/n tvu^-df >0 -3- (2-^^/P 

HPLC«^ (#) :3.40 ; 
20 Mass x~ * : 441 (M+H) + 0 

Hli£0iJ 14 (39) 

2- (3- (fcV<y 1 ->f AO tVl^^) -3- (3-^^/W 

^^—A^/l^— /I//? /) ^;^tyv 
25 HP L C&^BH (#) : 3.42 ; 
Mass "f—? : 441 (M+H) + „ 
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mmmi 4 (4 0) 

2- (3- (tr^y i?^- l-jju) yut°s\s**iy) -3- u-y- 

5 HPLCGM#B#FfiJ (#) :3.36; 
Mass x — 9 : 457 (M+H) + D 

4 (4 1) 

2- (v^ D^^^U^^/U^J-d^» -3- (7i^/^M-/l'r?/) 
10 dr/3rlMJ>' 

H P L C#M$B$f^ (#) : 4.26 ; 

Mass V s — 9 : 789 (2M+Na) + , 384 (M+H) + „ 

mmmi 4 (4 2) 

15 2- {%s#u*<ls?'A'*?-A'*r*i/) -3- (2-^f/l^7x=;l/7;^= 

HPLCftjf^l (#) :4.35 ; 

Mass : 817 (2M+Na) + , 398 (M+H) + „ 

20 4 (4 3) 

2- a^^^/l-y f/l/t*v^) -3- (3-^ f;U7x^/M/U*^ 

/P7^/) ^y^Mf-y > 

HPLC^FbI (^) :4.35; 

Mass 9 : 817 (2M+Na) + , 398 (M+H) + B 

25 

mmmi 4 (4 4) 
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2- (iy^ ct^.^^/U^^-jU^-^-y) -3- (4—* hdP'>7*-/^^* 

H P L C{SjM$B#f?S1 (#) : 4.28 ; 

Mas sx — ^ : 849 (2M+Na) + , 414 (M+H) + „ 

5 

4 (4 5) 

2- (2 -^a^/l'^Vl'^v') -3- C^n/I^/M^/WT 5 / ) 

HP L C^#^ (#) : 4.13 ; 
10 Mass V s — ^ : 833 (2M+Na) + , 406 (M+H) + „ 

0£*£0!ll 4 (4 6) 

2— (2 — y ^^-tv^-^jvar^-y) —3- ( 2 — y f;U7x-;v^/v*^ 

15 HPL«H^ (^) :4.22; 

Mass ^ : 861 (2M+Na) + , 420 (M+H) + „ 

mmmi 4 (4 7) 

2- (2-7x^xf;I/t^^) -3- (3—*?'A'°7x.=-A'XA'ifc^A' 

20 7$/) ^/^iT-y V 

H P L Cfiy$B#M (#) : 4.23 ; 

Mass 7*— * : 861 (2M+Na) + , 420 (M+H) + 0 

mmm 14 (48) 

25 2- ( 2 —ya^^jVzc^fV^r^-i/) -3- ( 4 — y h 
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HP LC&fttifffl (ft) : 4.15 ; 

Mass 7 s — $ : 893 (2M+Na) + , 436 (M+H) + „ 

mmmi 4 (4 9) 

5 2- (2- (N-^f;W-N-^^7^) ^/M-^rv') -3- (2 

HPLC«f B 1 (#) : 3.49 ; 
Mass "7—5 : 463 (M+H) + 0 

io mmm 14 (50) 

2- (2- zn^/i^^vO 

H P L C^B^ (#) : 3.49 ; 
Mass "r — # : 463 (M+H) + 0 

15 

mmmi 4 (5 d 

2— (2- (N-^f;l'-N-^yv ; /l'7$ V) oc^/U^-drv-) 

HPLCW^I (#) : 3.40 ; 
20 Mas sx— ^ : 449 (M+H) + 0 

HJ£0iJ 14 (52) 

2- (2- (N-^^vl'- N— <^vvUTS: 7) xW^ri/) -3- (4 

25 HPhc^nmm (ft) =3.42; 

Mass X — ^ : 479 (M+H)\ 



-3- (3 



-3- (7 
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mmmi 4 (53) 

2- (2- (N-^f^-N-7z^7^/) xf/l/t^f^) -3- (2 

5 HPLC«^ (#) :3.67; 
Mass 7*—* : 449 (M+H) + „ 

4(5 4) 

2- (2- (N-^f^-N-7x-/U7 5 7 ) *^vU;*-df-*» -3- (3 
10 f x=/^;^=/W7 5 y ) =^y#iMJ> 

HPL CtfM^Bf (#) : 3.67 ; 
Mass x— ^ : 449 (M+H) + c 

^» 14 (55) 

15 2- (2- (N-y ^P-N-^^-^T 5 /) Ji^-/^^i/) -3- (7 

^^/uxjufc-jur ^ y) ^/^f-iM)^ 

HPLCWK (#) : 3.58 ; 
Mass 7 s —? : 435 (M+H) + Q 

20 14 (56) 

2- (2- (N-^f;W-N-7x^7^y) ^fvW^v') -3- (4 

HPL C&Wmffl (#) : 3.62 ; 
Mass x— ^ : 465 (M+H) + 0 

25 

^^!J14 (5 7) 
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2- (2- (3, 5 -v^fvUfc'^y— JV- 1 — (/Is) ^/IsX-lris) -3 

HPL CfiMWIE (#) : 3.60 ; 

Mass : 897 (2M+Na) + , 438 (M+H) + c 

5 

mmm 14 (58) 

2- (2- (3, 5 — V 5 7* *f~J\s t° 7 — A — l->f/U) ^^/U^-^v-) -3 

- ( 3 - ^ f ^7 1 5 y ) ^/^riJ-y^- 

HPL C£M$B#f?H (ft) : 3.64 ; 
10 Mass "f— ? : 897 (2M+Na) + , 438 (M+H) + „ 

14 (59) 

2- (2- (3, 5 -^f/Wt"?^ A— 1 — >f M ^^/^^^) -3 

15 HPLC«(S (5)) :3.51; 

Mass V s — ? : 869 (2M+Na) + , 424 (M+H) + 0 

mmmi 4 (6 0) 

2— (2- (3, 5 - ^f^t'7y- A*— 1 — >fA") ^^vI^^vO -3 
20 - (4-p< Y**/7 =.~;V*/Vfo~/VT K /) * / JJ V 
HPL C^NfFbI (ft) : 3.55 ; 
Ma s s 7*' — & : 929 (2M+Na) + , 454 (M+H) + 0 

mmm 14 ( 6 1 ) 

25 2- (2-7xy^i/xf/U^v') -3- (2-^f;U7x^V^;^= 
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H P L C&ft&ffi (#) : 4.15 ; 

Mass 7 s — $ : 893 (2M+Na) + , 436 (M+H) + 0 

mmm 14 (62) 

5 2- ( 3 -^y f/Ut^^) -3- {z-**f-jvy ol—jVT. 

HPLCfiHWM (#) :4.22; 

Mass x — 9 : 949 (2M+Na) + , 464 (M+H) + D 

10 mtm 14 (63) 

2- ( 2 - 7x/^rv'xf^ J rv') -3— (7x=/U7;l/*=;l/7^ ^) 

HPLC^Pnl (#) :4.06; 

Mass 7*—* : 865 (2M+Na) + , 422 (M+H) + „ 

15 

HlfSMl 4(6 4) 

2- (2-7i/^^xf/l/t^r;/) -3- (4-7« h^^7*=./W^/W7fN 

HPLC^NfPpI (#) :4.08; 
20 Mass -7*— * : 925 (2M+Na) + , 452 (M+H) + „ 

mmm u (65) > 

2- (3 — ya^^jV^u t°/U$-2ci/) -3— (2 *i=.Jl>X/Ufc^ 

25 HPLC^P#Pb1 (#) .4.32; 

Mass "f—9 : 889 (2M+Na) + , 434 (M+H) + , 120„ 
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mmmi4 (6 6) 

2- (3 -y a^—As-fV \fjVisr^r^y) -3- (3-^f^7i^/^ 

5 HPLC«FI (^) :4.32; 

Mass x — ^ : 889 (2M+Na) + , 434 (M+H) + , 120 o 

HWJl 4 (6 7) 

2- (3-7x^/nt>t^v') —3- (7x=;^^*-/i^7 ^ / ) 
10 3V=¥1M):/ 

H P L C&Wmffl (#) : 4.22 ; 

Mass x — ^ : 861 (2M+Na) + , 420 (M+H) + , 120 o 

2O£0<J 14 (68) 

15 2- (3-7i=/l'7°DtV^i/) -3- (4-^ h^^7i^M/^ 

^/^r^y) ^/*i7-y ^ 

HP LCGM^FhI (#) :4.24; 

Mass x — ^ : 921 (2M+Na) + , 450 (M+H) + , 120 o 

20 mmm 14 (69) 

2- (4 -7 =.~}V7*?-}Vi>r* ; s} -3- (2-^^/^^ x.^)Vmvi£~)V 

HPLCftj#ffl (#) :4.39; 

Mass x — 9 : 917 (2M+Na) + , 448 (M+H) + G 

25 

HJ&M14 (7 0) 
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2- (4-7s^f^*'» -3- (3-^^/^^=/^/^—^ 

H P L C&Wmm (#) : 4.41 ; 

Mass T'~9 : 917 (2M+Na) + , 448 (M+H) + „ 

5 

14 (71) 

2- (4 - 7*=^f-^t*'» -3- {•? ^~}V7,}Vfc—jVT % 7 ) 

y^y >- 

H P L CflaWIW (#) : 4.32 ; 
10 Mas sx— 9 : 889 (2M+Na) + , 434 (M+H) + 0 

nmmi 4 (72) 

2- (4-7^—^^^^-^^) -3- (4-^F^^7i^;M^ 

15 HPLC^B#PbT (#) :4.32; 

Mas sx — 9 : 949 (2M+Na) + , 464 (M+H) + „ 

H*£#J 14 (73) 

2- (2- {*f-*7^l/-2->(M -3- 

20 i^/U^/^^/l^T^ y) ^r/^-T-yv 

HPL«f$FI (30 :4.17; 

Mass 7*— * : 873 (2M+Na) + , 426 (M+H) + e 

mmm 14 (74) 

25 2- (2- irJ-lr-7 2-4 /u) ^/uttzs) -3- {Z-t^tvy 
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H P L CfcZflftm (#) : 4.17 ; 

Mass X — 9 : 873 (2M+Na) + , 426 (M+H) + 0 



mmm 14 (75) 

5 2- (2- (ft7xy- 2—^/1^) cc^/W^-driX) -3- {V z^=-jV^fV 

HPLCffiM (#) :4.09; 

Mass x~ * : 845 (2M+Na) + , 412 (M+H) + D 



io mmm 14 (76) 

2- (2- (^*-:7^:/- 2 -^/l") ^TVl^^rvO -3- (4-^h=¥v^ 

HPLC^ffi (^) :4.10; 

Mass 7*— * : 905 (2M+Na) + , 442 (M+H) + c 

15 

mmmi 4 (7 7) 

2- (3- (fc°y v 5 ^- 3 —- f/U) ^PtV^^i/) -3- (2-^/1^:7 

HPLCftjtW (#) : 3.38 ; 
20 Mass — 9 : 891 (2M+Na) + , 435 (M+H) + „ 



mmmiA (7 8) 

2- (3- — fAO -fxi t°/^=3rv') -3- (3-^^/^^ 

25 HPLC^^pPbI (#) :3.40; 

Mass ^ : 891 (2M+Na) + , 435 (M+H) + „ 
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mmmi 4 (7 9) 

2- (3- (f"jv ( y-3-'f^) '/n f/Ut*^) -3— 

Tjsc^T^y) vis 

5 HPLCWPI (#) :3.33; 

Mass : 863 (2M+Na) + , 421 (M+H) + 0 

•mfam 14 (80) 

2- (3 -Vv ? /U^"^v''^ p c3 tVu^-^i/) -3- (2 fvl^^—/!^ 

10 /WTiw^T^/) ^r/^-^yv 
H P L C&Wftm (#) : 4.22 ; 
Mas s x— ^ : 949 (2M+Na) + , 464 (M+H) + e 

HJ£0»J 14 (81) 

15 2- (3 — ^^v^/U^-^v^^n tVU^=¥^) —3— (7i- /l^/U/fwl'T 

^ y) 3v=^i?-y >- 

HPLCW^ (#) : 4.13 ; 

Mass X — ^ : 921 (2M+Na) + , 450 (M+H) + Q 

20 mmm 14 (82) 

2- (3- Hy^t^ri/) fcVM-^vO -3- ( 4 - p< h j. 

H P L C&ffB^ (#) : 4.13 ; 

Mass : 981 (2M+Na) + , 480 (M+H) + „ 

25 

mmm 14 (83) 
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2- (2- (fc'U W— 2— << )V) ^*f-f\,**l/) -3- (2-^^7i 

H P L C{^^^ (#) : 3.34 ; 

Mass 7*—? : 863 (2M+Na) + , 421 (M+H) + „ 

5 

mmm 14 (84) 

2- (2- v 5 ^- 2 -4 M ^^vt^^rix) -3- 

H P L C^Nf^ (#) : 3.27 ; 
10 Mass 7 s — # : 835 (2M+Na) + , 407 (M+H) + „ 

mmm 14 (85) 

2- (2- (fc'Uv^- 2-^/U) ^^vlo^S/) -3- (4-^ 

15 HPLCffi^ (^) :3.31; 

Mas sf-^ : 895 (2M+Na) + , 437 (M+H) + „ 

Hife#J 14 (86) 

2- (3- (t°y v?^- 2--T/U) ^ntV^^f-V) -3- (2-^^:7 
20 xn;l/^;l/*=;l/75 7) / =^17- U ^ 
HPLCWI (#) : 3.36 ; 
Mass 7 s — * : 891 (2M+Na) + , 435 (M+H) + Q 

H«J1 4 (8 7) 

25 2- (3- (Ifyv?y-2-^;P) ^ofcVU^-=3r^) -3- (3-^^/l^7 
^—/UX/Ufr-frT ^ y) =¥7 =¥i7-U ^ 
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H P L C&&mm (#) : 3.38 ; 

Mass "r—$ : 891 (2M+Na) + , 435 (M+H) + 0 

mmm 14 (88) 

5 2- (3- (fc°y 2 ~7u\fjvjjr*ci/) -3- /i^/u 

H P L CfiMWfffl (#) : 3.31 ; 

Mass 7=—^ : 863 (2M+Na) + , 421 (M+H) + D 

10 mmm u (89) 

2- (3- (fc'JJ i?*-2-4A') Z?v\?A>ttis) -3- (4-*h*iS 

H P L C»«FB*W (#) : 3.33 ; 

Mass 7 s — ^ : 923 (2M+Na) + , 451 (M+H) + , 332 0 

15 

Hj«J1 4 (9 0) 

2- (2- (fc° — f/U) ^^/U^-^v') -3- (2-*tVu:7* 

HPL C{mn (#) : 3.33 ; 
20 Mass 7*—* : 841 (2M+H) + , 421 (M+H) + Q 

4 (9 1) 

2- (2- — ^/ls**ri/) -3- (3-^^73: 

25 HPLCWFbI (^) :3.34; 

Mass ? : 841 (2M+H) + , 421 (M+H) + 0 
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mmmi 402) 

2- (2- (t c y v^-4 — 1M =c=f-;vi!r^-^) -3- (7 x.~>V7,jVfc 

5 HPLC^W (^) :3.27; 

Mass : 813 (2M+H) + , 407 (M+H) + „ 

%W^\ \ 4 (9 3) 

2- (2- (t°y v^-4-^A-) xf/Wt^^) -3- (4-^ h=3rv-7 
10 :*~/W*/l'7fc~/t'T ^7) ^7 *MMJ ^ 
H P L C»«pl^ra (#) : 3.29 ; 
Mass 9 : 873 (2M+H) + , 437 (M+H) + „ 

mmmi 4(94) 

15 2- ( (rh7tKo77^-2-'f/i') ^^vi^^v^) -3- 

H P L C{fc#B#P^ (#) : 3.93 ; 

Ma s sf-^ : 821 (2M+Na) + ,400(M+H) + o 

20 mmm 14 05) 

2- ( (ff7tKn77^-2 — f/1") ^f/Wt^ri/) -3- (3-p<^ 

H P L CflMWBfl (#) : 3.93 ; 

Mass y*— * : 821 (2M+Na) + , 400 (M+H) + D 

25 

HJfeflJ 14 (96) 
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H P L CGknmil (#) : 3.82 ; 

Mass : 793 (2M+Na) + , 386 (M+H) + 0 

5 

mmmi 4 o 7) 

2- ( (fb7tKo77>-2-'f;l') ^f^t^ri/) -3- 

HPLC^I^ (#) :3.84; 
10 Mass -r— * : 853 (2M+Na) + , 416 (M+H) + 0 

^JSM 14 (98) 

2— (v^ a^^i^y fVM-^vO —3— ( 2 — ^ ^/^^—/l^A'/J^ 

15 H P L C^B#^ (#) : 4.50 ; 

Mass : 845 (2M+Na) + , 412 (M+H) + D 

mmm 14 09) 

2- ( (v'^d^.^V/W) y^/M"^) -3- (3 =}->V-7 
20 *=/U7^7) dry^iMJ>- 

H P L C&fSWI (#) : 4.48 ; 

Mass 7 s —? : 845 (2M+Na) + , 412 (M+H) + 0 

mmm 14(100 

25 2- <cs# a*.ee-is/u*3-A'*'*is) -3- (7x=/w;^=;V7$y) 
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HP L Cfitttttlfl (#) : 4.37 ; 

Mass 9 : 817 (2M+Na) + , 398 (M+H) + 0 

nmm 14 c 1 0 1 ) 

5 2- u^2ri/jUf?-/U$-*is) -3- (4— * h^rv'^cc^/^/V'TjN 

H P L CfiHWIBI (#) : 4.39 ; 

Mass 7 s — 9 : 877 (2M+Na) + , 428 (M+H) + c 

10 mi&Mi 4 (10 2) 

2- (2- (tvyi?y-i-^;v) ^^vl^drvO -3- (2-^^/U7 

HP L C{^#B#P H 1 (#) : 3.35 ; 
Mass T'—9 : 427 (M+H) + 0 

15 

mmmi 4 (103) 

2- (2- (t°^<y v^- 1 -4 As) ^f-AsHr* 9 s) -3- (3-^f;w7 

H P L Cftttttffl (#) : 3.36 ; 
20 Mass : 427 (M+H) + „ 

H»U 4 (10 4) 

2- (2- (tVi)i?y-i-^) jc^yl^^-^) -3- (7 ^~/\s^JV 

25 HPLCWFI (#) :3.29; 
Mass ^ : 413 (M+H) + Q 
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mmm 14 (105) 

2- (2- (k'^y^^-l — <;v) -3- (4-^h*f 

5 HPLC^UFbI (^) :3.33; 
Mass : 443 (M+H) + c 

mmm 14 c 1 o 6 ) 

2- (2 — is? u^O^^/U=n=f-;V^-^ri^) —3- {1 — t^tvy ^~)V7.>V 

H P L Cfc&tifm (#) : 4.46 ; 

Ma s s-r 1 *— 9 : 845 (2M+Na) + , 412 (M+H) + „ 

mmm 14 (io7) 

15 2- (2 — v-^ P^i^/l^^/l'^drv') —3— ( 3 — ^ f/l/7x-/^;W 

H P L C&Jf H^Pel (#) : 4.46 ; 

Mass ? : 845 (2M+Na) + , 412 (M+H) + „ 

20 mnm 14 ( 1 0 8 ) 

2- (2 — ci^^^/Uzc^-^^-^rv/) —3— (:7 A-^A^^A-T ^ 

y) ^/^y^ 

H P L C&fSlSfeSi (#) : 4.37 ; 

Ma s sx — # : 817 (2M+Na) + , 398 <M+H) + „ 

25 

HJ£0iJ 14 (10 9) 



194 



WO 2004/007472 




•CT/JP2003/008654 



2- (2 - 9 s9 u^^f-j^'f'/U^iy) -3- (4-^ h^'>7*=;^ 

HPL«HFb1 (#) :4.39; 

Mas s ^ : 877 (2M+Na) + , 428 (M+H) + 0 

5 

HJfeMl 4 (110) 

2- (2- (^*!)y-4-^;l/) ^fvl^-^r^) -3- (2-^^/W7 

^^/i^/m^/ut^ y ) s v 

H P L C^^PbI (#) : 3.27 ; 
10 Mas s-r^^ : 879 (2M+Na) + , 429 (M+H) + Q 

mmm 14 (111) 

2- (2- (^-/MnIJ V-4--CA') ^^/^^r-» -3- 

^z^/isx/ufr^ ivy % j) *y*-y-v^ 

15 HPLCW^ (^) :3.29; 

Mass 7=—^ : 879 (2M+Na) + , 429 (M+H) + „ 

»Jl 4 (112) 

2- (2- W!Jy-4-'f;l') ^c^vl^^v') -3— {7 ^~)V^)V 

20 #~/vr?/) =^y^ri7-y^ 

H P L C^m^Wi (ft) : 3.22 ; 
Mass ^ : 415 (M+H) + 0 

HJfeMl 4 (113) 

25 2- (2- (^/Wfc y V— 4 — -Y/W ^^vM-^rv") -3— (4— * b*-> 
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H P L CfiMWIW (#) : 3.25 ; 

Mass x — 9 : 911 (2M+Na) + , 445 (M+H) + „ 

nMM 14 (114) 
5 2- (2- (t'^y— fr—l — fAO x-^flsHT**- 9 */) -3- 

H P L CftjWII (#) : 3.77 ; 
Mass ^ : 841 (2M+Na) + , 410 (M+H) + 0 

io mmmi 4 (115) 

2- (2- (t°7^— /u- 1 — ^f^t^V) 

H P L CflMf B#HSJ (#) : 3.77 ; 
Mass 7*—? : 841 (2M+Na) + , 410 (M+H) + „ 

15 

mmm \ 4 (ne) 

2- (2- (1^7/- /W— 1 — (M x-Tsl-ttis) 

HPLCWFI (#) : 3.67 ; 
20 Mass : 813 (2M+Na) + , 396 (M+H) + „ 

mmm 14 (117) 

2- (2- (^/-^-l-^^) at^/U**^) -3- (4-^h^rv- 

25 HPLCWi (^) :3.71; 

Mass X— ^ : 873 (2M+Na) + , 426 (M+H) + 0 



-3- o-^^/^y 



— 3 — (7i^/l' 
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mmmi 4 (1 1 8) 

2— (2 - v'^ d^p tVUxf/Ut^rV) —3— (2-^f^7x^^/U 

5 HPLCWfl (#) : 4.21 ; 

Mass 7 s — ^ : 789 (2M+Na) + , 384 (M+H) + 0 

»1 4 (119) 

2— (2 -v^ PT'n tVl^^/l^^--/) -3— ( 3 — ^ f;l/7 /UXjU 

io ^ur^y) ^/=Srtyy 

HPLCWBS (#) : 4.21 ; 

Mass f—f : 789 (2M+Na) + , 384 (M+H) + 0 

m&mi 4 (12 0) 
15 2— (2 — n7*P fcVl^^Vl^^rv') -3- (7x^;^/V*=^7^ 

y) */*f-y>- 

H P L C^B#^ (#) : 4.10 ; 

Mass -r — * : 761 (2M+Na) + , 370 (M+H) + e 

20 nmm 14 (121) 

2— (2 -V^ d^o tVl^^Ao^v') —3- (4-^ h^7x^;^ 

HPLC^W (^) :4.11; 

Mass f—Z : 821 (2M+Na) + , 400 (M+H) + D 

25 

mmmi 4 (122) 
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2- ( 3— 4 A?) m-A*it** 9 » -3- 

H P L Cfiy$B#W (#) : 3.33 ; 

Mas s-r — * : 813 (2M+H) + , 407 (M+H)\ 

5 

»jl 4 (12 3) 

2- ( (1^1)^-3-^^) ^fvM-^V) -3— (3 tf-jVP au~>V 

*/isft^/uT^ / ) 

HPLCWI (#) : 3.33 ; 
10 Ma s sf-^ :813(2M+H) + ,407(M+H) + „ 

mmm 14 (124) 

2- ( (t'y — f/u) ^f^t^r^) -3- (-7^.^/^^/^^^ 

15 H P L C&W&fm (#) : 3.27 ; 

Mass 7 s —? : 785 (2M+H) + , 393 (M+H) + 0 

14 (12 5) 

2- ( (t°U 3-4^) t^/V^r^ci/) -3- (4-^ 

20 /I'^^/iN^yur $/) ^-y^iMJ ^ 
H P L C^^FbI (#) : 3.29 ; 
Mass X — * : 845 (2M+H) + , 423 (M+H) + Q 

l^m^J 14 (12 6) 
25 2- ( (t'U v^-4— fA-) ^^/^=¥i/) -3- (2-^/W^=A' 
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H P L CfiHWIW (#) : 3.31 ; 

Mass V s — # : 813 (2M+H) + , 407 (M+H) + e 

mmm 14 (127) 
5 2- ( y^vi^^vo -3- (3 -t^-A*?*.^* 

HPLCMffi (^) :3.33; 

Mass 7 s — & : 813 (2M+H) + , 407 (M+H) + e 

10 mmm 14 (128) 

2- ( (t°y v^V-4-^/U) y ^/W^vO -3- (7 a^/I^X/Ms—^ 

r^y) ^y^y^ 

HPLC^K (^) :3.25; 

Mass x — ^ : 785 (2M+H) + , 393 (M+H) + 0 

15 

HifcM 14 (12 9) 

2- ( (t°y y^vM-^vO -3- (4-^ h^7i= 

>VT ^ y) ^/=ft!Jy 
HPLC{fcf#B#P*1 (#) :3.29 ; 
20 Mass "T~? : 845 (2M+H) + , 423 (M+H) + „ 

mmm 14 (130) 

2- (2- (N-^f^-N-^/V7^) ^^vuoj-drv') -3- (4 

25 HP L CiRfttifffl (#) : 3.40 ; 
Mass V s —? : 474 (M+H) + „ 
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mmm 14 (131) 

2— (2- (N-^f/U-N-^v'/Pr^y) ^;l>*3ris) -3- (4 

5 HPLC^^ (#) : 3.55 ; 
Mas s "f~9 : 529 (M+H)" 0 

mmmi 4 (132) 

2— (2- (N->f/l'-N-7x=;U7 S / ) cx^/l^-^rvO -3- (4 
10 -*s7 J 7*=^^*=^7? /) =*r/^f-!J ^ 
H P L C{^^^ (#) : 3.62 ; 
Mass x — 9 : 460 (M+H) + 0 

HflffBIl 4 (13 3) 
15 2— (2- xf/l/t^i^) -3- (4 

H P L Cft^lW (#) : 3.78 ; 
Mass V s — 9 : 513 (M+H) + c 

20 mtfaMl 4 (13 4) 

2— (2 —7^; dfi/xf/ut^v') -3- (4-i/7/7x-/U^;l'*= 

a-t^/) ^y^riJ-yv 

H P L C«fW#IW (#) : 4.04 ; 

I 

Mass 7*—* : 469 (M+Na) + , 447 (M+H) + „ 

25 

mmmi 4 (135) 
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2- (2 — df-v'xf^t^v') -3— (4-/d^7x-;^/1'*^ 

HPLC^^ (#) :4.26; 

Mas s ^ : 522 (M+Na) + , 500 (M+H) + G 

5 

mmm 14 ( 1 3 6 ) 

2- (3 -^^^/l^n \?fVHr**y) -3- (4 — v-T/ 7x= /i^A-Tft^ 

h p l ciznmm (#) : 4.21 : 

10 Mass : 467 (M+Na) + , 445 (M+H) + Q 

4 (13 7) 

2- (3 — ^sl^/W^P ^iVOr^y) —3— (4 — ■7*D^-7*^/^7^7iN^ 

15 HPLC^PbI (^) :4.43; 

Mass f—? : 520 (M+Na) + , 498 (M+H) + 0 

mmm 14 ( 1 3 8 ) 

2- (4 -^cc^/l^^/M-^vO -3- (4-v'7y7i=;l'^^ 
20 T % y) *S*-9-V V 

HPL CfiM$l$IW (#) : 4.28 ; 

Mass "f—$ : 481 (M+Na) + , 459 (M+H) + B 

mmm 14 (139) 

25 2- (4 -;7;n^/i^?vM-:3f-v') -3- (4-7*n*7x=:;^;^=;l' 
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H P L C&ft&fffl (#) : 4.52 ; 

Mass "7—9 : 534 (M+Na) + , 512 (M+H) + „ 

%HM \ 4 (14 0) 
5 2- (3- W- 3 — ' < IV) tVl/t^v') -3 - (4-^7^7 

HP LCGM$B#(?0 (#) : 3.33 ; 
Mass 7 s — & : 446 (M+H) + Q 

io mmm 14 (hd 

2- (3- (try W- 3 — f/U) ^PtV^dri/) -3 - (4-^n*7 

H P L CfiMWW (#) : 3.47 ; 
Mass : 499 (M+H) + e 

15 

mmmi 4 (142) 

2- (3 -^^/U^v^p b>t^v') -3- (4-vr/7i^ 

HP LC^kW^m (#) : 4.11 ; 
20 Mass X — * : 497 (M+Na) + , 475 (M+H) + e 

mmm 14 (143) 

2— (3 — fcVl^^rv') —3- (4 -^0^7x^7 

25 HPLC^M (#) :4.34; 

Mass x— ^ : 550 (M+Na) + , 528 (M+H) + 0 
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mmmi 4 (1 4 4) 

2- (2- ^JVJr**/) -3- 

5 HPLCW^ (^) :3.27; 
Mass "T — ? : 432 (M+H) + „ 

nmm 14 (145) 

2- (2- (t°y i^V- 2 J^/M^vO -3- (4-/n ; t7x 
10 =;W;>j!n^7^) =¥/=¥lMJ^ 
H P L CflM^HSI (#) : 3.42 ; 
Mass : 485 (M+H) + 0 

MMM 14 (14 6) 
15 2- (3- (t°y 2 --Y/l^) 7°ot°/^^r^) -3- (4-V-T/7 

HPLC^UFbI (#) : 3.31 ; 
Mass : 446 (M+H) + „ 

20 mmm 14 (147) 

2- (3- (fc°yv^-2 — i )V) •fx2\f)Vir^- i y) -3— (4-7n^7 

x^i/^^75/) =^y=^ify^ 

HPLCWfl (#) : 3.47 ; 
Mass : 499 (M+H) + 0 

25 

14 (14 8) 
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2- (2- (fc'JJ S»-4-' fAO ifyvt^^) -3- 

HPLCflMWBfl (#) :3.27; 
Mass -r"— ^ : 432 (M+H) + 0 

5 

Htil4 (14 9) 

2- ( (rb7tKn77>'-2-^yi') p< ^i^^f-vO -3- (4 — *s7 

HPL C$kW$m (#) : 3.82 ; 
10 Mass ^ : 433 (M+Na) + , 411 (M+H) + 0 

Hft«l 4 (15 0) 

2- ( (x h7t KB75y- 2— 4 M ^f/l't^v') -3- (4-^n 

15 HPLCGMtB^ (#) :4.06; 

Mass -r — * : 486 (M+Na) + , 464 (M+H) + c 

mmm 14 (151) 

2— (v^ d^v'/M ^/U^-^V) —3— (4-'>7/7x-;^/l/*= 
20 /WT^y) ^v^mm; ^ 

HPL CfiMWIW (#) : 4.35 ; 
Mass X— ^ : 423 (M+H) + e 

mmm 14 (152) 

25 2 - (S^ n^^rv^yuy ^/V^r^cis) —3— (4-7*d*7x-;^/W*^ 
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h p l c&nmm (#) : 4.59 ; 

Ma s s-r— 9 :476(M+H) + 0 

mmm 14 (153) 

5 2- (2- (t°-<y v^- 1 — f /l^) ^/W^vO -3- (4-^7/7 

H P L C<fcf£B#fii1 (#) : 3.29 ; 
Mass 7*—? : 438 (M+H) + Q 

10 mmmi 4 (154) 

2- (2- (^y^-i-^f/i') ^^vi^^v-) -3- (4-7^0*7 

HPLCft^ (#) : 3.44 ; 
Mass "f—$ : 491 (M+H) + 0 

15 

mmm 14 (155) 

2- ( 2 - i/^ D^yf-zl/x^;^^^) -3- (4-^77 71-^^ 

H P L CfiMWW (#) : 4.33 ; 
20 Mass 7 s : 423 (M+H) + D 

HlfetfiJ 14 (15 6) 

2- (2-i/^D^O^/^^/W^-^v^) -3- (4-^0*71^7/1/ 

25 HPLCfiHWfffl (#) :4.59; 
Mass 7*—* : 476 (M+H) + „ 
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IHIM 14 (15 7) 

2- (2- (^e/^V >-4—4M ^Lfv^^vO -3- (4-^7^7 

5 HPLC^UFbI (#) : 3.22 ; 
Mass "T~9 : 440 (M+H) + 0 

mmm 14 ( 1 5 8 ) 

2- (2- >-4 — (M -3- (4-7d^7 

10 x^/^/i/*^7 5/ ) ^y^t 

HPLC»^ (#) :3.36; 
Mass 7 s — 9 : 493 (M+H) + 0 

4 (15 9) 

15 2- (2 — n-fn if/U^^/U^^is) —3— (4—>'7/7x^^^ 

Tfr^jur^ /) ^-s^-v-v^ 

HPLC^jt^l (#) :4.08; 
Mass 7^— ^ : 395 (M+H) + Q 

20 mmmi 4 (1 6 0) 

2— ( 2 - i/^ a k'/l/if-^^V) —3— ( 4 — :/ n ^/Ujx/U 

HP L CfiMWH (#) : 4.33 ; 
Mass y*—9 : 448 (M+H) + „ 

25 

^JS0iJ 14 (16 1) 
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2- ( (^1)^-2-^^) t^iVJr**/) -3- (4-V7;7s=^ 

H P L CfiMWffl (#) : 3.34 ; 
Ma s s "f—? :418(M+H) + „ 

5 

mmmi 4 (1 6 2) 

2- ( v 5 ^- 2->f /U) ^/M-^) -3- (4-^p*7j=/U 

H P L CfiMWIBi (#) : 3.53 ; 
10 Ma s sy*^9 :471(M+H) + 0 

Hffiftl 14 (16 3) 

2- (2 — i/9 n^^v'/l'^^/I^^v') -3- (4-^7/7i=/^/U 

15 HP L CfiHWW (#) : 4.45 ; 
Mass 7 s — 9 : 437 (M+H) + c 

mmm 14 c 1 e 4 > 

2- (2 -v^ D^^rv'/U^^/U^-^rix) -3- (4 -7p ; &7x^W/1' 
20 *=^7? /) ^/^tJJV 

H P L CfiWSffl (#) : 4.72 ; 
Mas sx — 9 : 490 (M+H) + „ 

HJi£0»J 14 (16 5) 

25 2- (3- (^U^-i-'f/w) :Tu fcVw^vO -3- (4-^ry 
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H P L C&ft\%m (ft) : 3.33 ; 
Mass "T — ? : 452 (M+H) + c 

mmm 14 ( 1 6 6 ) 

5 2- (3- (t^y^y-l — T/W) t'/l/t^^) -3- (4-^n^e 

H P L C£MWfm (ft) : 3.49 ; 
Mass — 9 : 505 (M+H) + 0 

10 MMM 14 (16 7) 

2- (2 — 71^;^^;^^;/) -3- (4-^7/71^7;^^ 

r ^ y) 

HPLCfiy^W (ft) : 4.10 ; 

Mass 7' — ? : 453 (M+Na) + , 431 (M+H) + 0 

15 

mmm 1 4 c 1 6 8 > 

2— ( 2 — 7 j. ^yuoc^yu^-dr >-) —3— (4-^P ; t7xr:;^;l'*^/I/ 

HPLC»f R 1 (^) :4.34; 
20 Mass 7*— * : 506 (M+Na) + , 484 (M+H) + e 

UMI 14 (16 9) 

2- ( (tfy v^- 3 — T AO ^A^V) -3- (4-i/7y7i-/U 
7;l/*^7^y) =ary=¥iMJV 
25 HPLCW^ (^) : 3.25 ; 
Mass 7='—^ : 418 (M+H) + 0 
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mmmi 4 (170) 

2- ( (t°y v>V- 3 *?-jVjr*i/) -3- (4-/b*7i=^ 

5 H P L C^^^FFhI (#) : 3.40 ; 
Mass T~—$ : 471 (M+H) + „ 

HJ£0iJ 14 (17 1) 

2- ( (try ^^vm-^vO -3- (4-vr;7i^ 
io ^;i/*^7^;y) =¥7 ^f-y ^ 

H P L CflMWKI (#) : 3.25 ; 
Mas ST*— 9 : 418 (M+H) + n 

14 (17 2) 

15 2- ( (fc°y v ? v-4--f/i') ^fvM-^vO -3- (4-^u^ey^^/u 

HPLC<£f£B#ft9 (#) :3.40; 
Mass 7 s ' — & : 471 (M+H) + 0 

20 mmm 14 (173) 

2- (2- (N-^^/^-N-yai^jUT^y) ^^vM-^riX) -3- (4 

HP L CflMWIW (#) : 3.80 ; 
Mass 7='—^ : 453 (M+H) + 0 

25 

mmm 14 (174) 
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2— (2-7x/^'>xf'/^v') —3- (4-7/^n7x^/^;l'* 

H P L C^HtP^ (#) : 4.28 ; 

Mass 9 : 901 (2M+Na) + , 440 (M+H) + e 

5 

14 (17 5) 

2— (2- (^^-7*^-2-^/1^) ^^/V^^vO -3- 
7x-;^*=/U7$y) fc'^v^ 
H P L C^^F^ (#) : 4.32 ; 

10 Mass <T— 9 : 881 (2M+Na) + , 430 (M+H) + „ 

o 

mmm 14 ( 1 7 6 ) 

2— (W D^i'xVl'y fVt^^vO —3- {A—7 )V-Jru~7 
^7 5/ ) =¥/=¥f-y 
15 HPLC^UFI :4.50; 

Mass ^ : 825 (2M+Na) + , 402 (M+H) + „ 

%W\ 14 (17 7) 

2— ( 2 - 7x^/Uxf;l/t d fv') —3— (4-7/^n7x-/^/W* = 

20 /u7?y) 1/ 

H P L CflMf Bf (#) : 4.35 ; 

Mas s X— ^ : 869 (2M+Na) + , 424 (M+H) + 0 

HWJl 4 (17 8) 
25 2- ( (t°y v 5 ^- 3 -> I'/U) ^f^t^v') -3- (4-7;^B7i = 
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H P L CffiyWM (#) : 3.44 ; 

Mass 9 : 821 (2M+H) + , 411 (M+H) + „ 

14 (17 9) 

5 2- ( (try S^>'-4-'f/U) P*^^^r^) -3- (4-7/^p7* = 

H P L C^«F«FW (#) : 3.44 ; 
Mass : 411 (M+H) + „ 

io mmmi 4 a 8 o) 

2- (2- (N-^f";W-N-7x^7 ^ ) ^c^/U^-^v') -3- (4 

HPL«HI (#) : 3.91 ; 
Mass ^ : 469 (M+H) + e 

15 

mmm 14 dsn 

2— (2-7x/ ! 'fVX7 i /^^'>') —3— (4 — ^ a B7i=/M/^- 

HPLCWFpI (5)) :4.41; 
20 Mass x—^ : 933 (2M+Na) + , 456 (M+H) + D 

mmm 14 c 1 s 2 ) 

2- ( (t'Ui?V-2-^/l/) ^f/Pt^v^) -3- (4-^onXi=/W 

25 (#) :3.64; 

Mass T*— * : 875 (2M+Na) + , 427 (M+H) + „ 
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mmm 1 4 ( 1 8 3 ) 

2— (v'^n^yf;i/^f;ut :3 f-v') —3— (4-^071=/^*= 

5 HPL C&ftmm (ft) : 4.63 ; 

Mas s 7 s —? : 857 (2M+Na) + , 418 (M+H) + Q 

•mmmi 4 (1 8 4) 

2— (2 -7*=^x 7 , -/l/t*'>') —3— (4 — ^ n n7i-/U^/U*^^ 

H P L C^H^ (ft) : 4.48 ; 

Mass 7 s —? : 901 (2M+Na) + , 440 (M+H) + 0 

Hffiftl 14 (18 5) 
15 2- ( (t°y v 5 ^- 3 — -fA-) *?*tVHr**s) -3- 

^/Mwi^r^ /) *y*-y-v^ 

HPL CfiMWIW (#) : 3.55 ; 
Mass -r — * : 427 (M+H) + e 

20 H»J 14 (18 6) 

2- ( (fc'U v^-4 — fA") ^fvU^vO -3- (4-^an^^=/W 
*/M>~A-T^ y) dr/^rlMJ^ 
HPLC^WI (#) : 3.55 ; 
Mass 7 s —? : 427 (M+H) + Q 

25 

mmm 14 ( 1 8 7 ) 
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2- (2- (N-^^/l'-N — y=.~jUT^ /) ^)V^^r^) -3- (4 

H P L CfiMWffl (#) : 3.93 ; 
Mass 7*— * : 463 (M+H) + e 

5 

UltMl 4 (18 8) 

2- (2— ^J^y drv'^^/V^-drv^) -3— (4 — ^=$-?vy 

HP L C&ftmffl (5» : 4.43 ; 
10 Mass : 921 (2M+Na) + , 450 (M+H) + 0 

mmmi 4 (1 8 9) 

2- (2- (v^^-^^^-2 f/U) -3- (4 -OL^-;Vy 

15 H P L C^B#^ (#) : 4.46 ; 

Mass "7 s — ^ : 901 (2M+Na) + , 440 (M+H) + B 

MMMl 4 (19 0) 

2- ( (t'yi?y-2-i';u) y^^^v^) -3- (4 -^^vi^^—a- 
20 ^;^^7 5y) 

H P L CGM$B#P B 1 (#) : 3.66 ; 

Mass x — * : 863 (2M+Na) + , 421 (M+H) + e 

HJ£#I 14 (19 1) 
25 2- (^B^yWf^*'» -3- (4-xf/l/7x^/^/^- 
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H P L Ci&Wtitm (ft) : 4.65 ; 

Mass f—9 : 845 (2M+Na) + , 412 (M+H) + „ 

mmm 14 (192) 

5 2— (2—7^ =.;V^.^;V^r^r is) —3— ( 4 — a^f-jl,-? aL=./l^^/U^z=./U 

HPL C&Wmffl (ft) : 4.50 ; 
Mass : T~9 : 889 (2M+Na) + , 434 (M+H) + „ 

io mmm 14 (193) 

2- ( (fc°y^V-3 — <)V) *?-jU3-*f~» 
x/U7is=./UTK/) ^r/^f-y^ 
HPL Ci&Wmm (ft) : 3.58 ; 
Mass x — 9 : 841 (2M+H) + , 421 (M+H) + e 

15 

mmmi 4 (194) 

2- ( (t'U it-y-A-J ;v) *=f->var*ir*s) 

HPL C««fN?(ffl (#) : 3.56 ; 
20 Mass x — 9 : 841 (2M+H) + , 421 (M+H) + G 

mmm 14 (195) 

2- (2- (N-y f;W-N-7x=^7^ /) xf^t^r^) -3- (4 

25 HPLC^I (^) :4.04; 
Mas S7*—9 : 477(M+H) + 0 



-3— (4 — ^l^vI^ce.— /U 



-3- (4 -^^yl^^^/U 
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mmmi 4 (1 9 6) 

2- (2 — y^y ^^^ivOr^s) -3- (4 -zfu tvu^^— /ux/ufc 

5 HPLCWbI (#) :4.52; 

Mass : 949 (2M+Na) + , 464 (M+H) + D 

mmffli 4 (197) 

2- (2- {ff-Hry^- 2--Y/P) ^tVLo^vO -3- (4-^ P nfcVW 
10 7x^;^/^^^7 ^ / ) 

HPLC^W (#) : 4.55 ; 

Mass x— ^ : 929 (2M+Na) + , 454 (M+H) + c 

Htifc0iJ 14 (19 8) 
15 2- ( (t°y^y-2—f;i') ^^vl^^rvO -3- U-l/nfcVl^^ 

/^/u/Jn^/ut^: y) ^r/drf-y^ 

H P L C&n&fm (ft) : 3.77 ; 

Mass x — * : 891 (2M+Na) + , 435 (M+H) + „ 

20 14 (19 9) 

2- (v^ D^^^/uy^^^v') -3- (4-7 s nt°^7cc=;Wl/* 

^/i/7^;y) >- 

HPLC^PbI (ft) :4.76; 

Mass "7 s — ? : 873 (2M+Na) + , 426 (M+H) + e 

25 

mmm 14 (200) 
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2— (2 — 7x- —3— (4— tV^7oi=./^^7h=. 

HPL C^^fP^ (#) : 4.61 ; 

Mass ^ : 917 (2M+Na) + , 448 (M+H) + 0 

5 

mmmi 4 (201) 

2- ( (t°y v 5 ^- 3— Y/U) ^^/U^'^v') -3- (4-/at>7x = 

HPL Cfl^B^ (5)") : 3.66 ; 
10 Mass : 869 (2M+H) + , 435 (M+H) + „ 

nmm 14 (202) 

2- ( (t s yv?y-4-^/W) ^5vM-3rvO -3- (4-7'Q^7x = 

15 HPLCWI1 (^) : 3.67 ; 

Mass "f—5> : 869 (2M+H) + , 435 (M+H) + 0 

mtfoMl 4 (2 0 3) 

2- (2- (N-^f^-N-7x^7^/) cn^Vl^^v') -3- (4 
20 - 7x=;l/^/u*- /WT? y) ^/^y^ 

HPL C^BtPfSJ (#) : 4.04 ; 
Mass : 975 (M+Na) + , 477 (M+H) + „ 

mmm 14 (204) 

25 2- (2 -y^/ ^r^^f-fV^r^r-y) -3- (4- ( 1 -7 ^vl^fvl') 7 
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HPLC^UFI (#) :4.48; 

Mass : 949 (2M+H) + , 464 (M+H) + 0 

4 (2 0 5) 

5 2- (2- (^^-^^^-2-^/1^) a^M^S") -3- (4- (1-^ 

HPLC^HI (#) :4.54; 

Mass "T—? : 929 (2M+Na) + , 454 (M+H) + G 

io mum 14 ( 2 0 6 ) 

2- ( {\f V W- 2-4 /U) JT'A'ttS') -3- (4- (l-y^Vl^ 

HPLCW^ (#) : 3.75 ; 

Mass 7*— * : 891 (2M+Na) + , 435 (M+H) + D 

15 

mmm 14 (207) 

2- (v^ n^^/i^^vv^^v') -3- (4- (l-^^/^^/u) 7 

H P L cmil (#) : 4.74 ; 
20 Mass 7 s — # : 874 (2M+Na) + , 426 (M+H) + 0 

mmm 14 < 2 0 8 ) 

2— (2 — 7i=/Hf;l/t^^) —3— (4— ( 1 — ^ ^Vl^'TVl*-) 7i 

25 HPLC^B#Fh1 (^) :4.59; 

Mas sx— ^ : 917 (2M+Na) + , 448 (M+H) + 0 
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mt&mi 4 (2 0 9) 

2- ( (fy 3-<4M -3- (4- (i-^^/u*. 

5 HPLCWFbI (#) :3.66; 

Mass X— * : 869 (2M+H) + , 435 (M+H) + „ 

nmmi 4 (210) 

2- ( (try y> ^vi^^rvO -3- (4- (l-^^vi^t 

10 3vw) 7i^7M^75y) ^y^-^y^ 

HPLC§«fStf B l (#) :3.66; 

Mass T'—? : 891 (2M+Na) + , 435 (M+H) + 0 

##0ij 1 0 



15 




(3) 



###J8 £fi^Oj&fe£U fb^tt (3) 

mmm 1 5 

20 2— (2 -7^/ ^i^^/K^vO -3- (4-^f/l'7i^W/^^ 
###J 1 0 -CiStft Lfcfb^ ( 3 ) (lOOmg) Sr&Tfcl, 
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f-^ (2mL) TJU=t^mm%T. **s^5 

(0.214mL) s 1.6M n -^/HJ ^ A-^^i^g? (0.267mL) ^rMM 
tfcM-CJUP*.*:. KlSa^*«rl 0 O^T'l 6^W«#Lfe Q RJfca^flftS: 
^a**C?»U ^i©Lfc 0 #f)tLfc»Th7tKn7 7y (2mL) 
5 T'2[Hk A' (2mL) -C4|ek ifrfby^l^ (2mL) -C5H]dfe# 

( 2 6 m g ) £r#fc 0 
T L C : R f 0.89 o a 3jvU-6> : / — /U= 10:1) ; 
NMR (de-DMSO) : 6 10.88 (s, 1H), 7.86 (d, J=8.4Hz, 2H), 7.71 (m, 2H), 7.34 (d, 
10 J=8.4Hz, 2H), 7.29 (dd, J=7.8, 7.2Hz, 2H), 6.97 (d, J=7.8Hz, 2H), 6.94 (t, J=7.2Hz, 
1H), 4.60 (m, 2H), 4.34 (m, 2H), 2.34 (s, 3H) ; 
H P L Cte&mm (#) : 3.89 ; 
Mass "T — f : 77\ (2M+H) + , 386 (M+H) + 0 

15 mmmi 5 en -15 (6 3) 

ST/wn-^^^fflV^T, ##M2— ##Mi 0-»^»Ji 5£P1tl<£> 
20 nm^j 15 ( 1 ) 

2- (2- (N-^f^-N-^y^T^y) ^^Aot-^vO -3- (4 

HPLCfiyWfB (^) : 3.33 ; 
Mass 7 s —? : 413 (M+H) + Q 

25 

HiS^Jl 5 (2) 
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2- (2- (N-*3-fr-N-y =.~/UT ^ 7) oi^/^dpV) -3- (4 

HPLCWFbI (#) : 3.33 ; 

Mass X— ^ : 819 (2M+Na) + , 399 (M+H) + 0 

5 

mmmi 5 o) 

2- (2- (3, 5-^f^t°7/-^-l — ^^/^^rv^) -3 

HPLCIS^ (#) : 3.29 ; 
10 Ma s sx — 9 : 797 (2M+Na) + , 388 (M+H) + D 

HJfe^Jl 5 (4) 

2 _ (3 -^O^/U^v^o fcVt^^vO -3- (4 — ^ ^/l^7cc^y^ 

15 HPLCW^ (#) :3.98; 
Ma s sx— ^ :414(M+H) + 0 

15(5) 

2- (3 -y^z=.tvfn \ZAs**i/) -3- (4-^f^7i=;^M= 
20 /l-T^/) feT^S^ 

H P L CfiMWffi (#) : 4.08 ; 

Mass ^ : 789 (2M+Na) + , 384 (M+H) + 0 

HlfiMl 5 (6) 
25 2- (4-7*^/^^^^) -3- 
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HPLCW^I (#) :4.16; 

Mass : 817 (2M+Na) + , 398 (M+H) + c 

mmmi 5 (7) 

5 2- (2- (Wxy- 2-^/W ^5vio*-^» -3 - (4-^^:7 

HPLC^ffl (#) : 3.92 ; 

Mass y*—* : 773 (2M+Na) + , 376 (M+H) + „ 

10 mmmi 5 (8) 

2- (3- (t°i; 3 -fn\ftVHr^r^ -3- (4-^f/W7 

HPLC^fl (5)) :3.21; 

Mass ^T — Z : 769 (2M+H) + , 385 (M+H) + c 

15 

mmmi 5 o) 

2- (3- (t°Ui^^-2 — fAO :7°nhVlor=^» -3- (4-^/^:7 

H P L C&ftBW (#) : 3.20 ; 
20 Mass 7 s —? : 385 (M+H) + c 

mti&m is do) 

2- ( (fh7l:Kn77y-2 — i )V) -3- (4-^ 

25 H P L C&&#Fm (#) : 3.60 ; 

Mass : 721 (2M+Na) + , 350 (M+H) + 0 
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nmm 15 (id 

2— (v^ a^*riS/U?t ^/Ust^-is) -3— (4-^f^7i=/^;W* = 

5 HPLCi^Wmm (#) :4.22; 

Mass -r — ^ : 745 (2M+Na) + , 362 (M+H) + e 

mmmi 5(12) 

2 - (2- xf/i/t^r^) -3- {A-^^f-^y 

10 i^yWM^r^) t°7v/> 
HPLC^HII (^) :3.19; 
Mas sf-^ : 377 (M+H) + e 

HJ£0iJ 15 (13) 

15 2— (2 — tJ^yf/Hf^t^rv') —3— (4 — f^7i- /U^/V- 

*^,ur5:/) tr^v 5 ^ 

H P L C&ftmm (#) : 4.20 ; 

Mass x — ^ : 745 (2M+Na) + , 362 (M+H) + „ 

20 mmm 15 ( 1 4 ) 

2- (2— U is— 4 -3— (4— 

^=yU;*/M^/UT^ /) t'7v?y 
HPLC^UFI (#) : 3.11 ; 
Mass * : 379 (M+H) + D 

25 

mi&m 15 (15) 
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2- (2- {\?=7\r— As- 1 -3- (4-^f/U7 

HPLC^» (#) :3.46; 

Mass 7*—* : 741 (2M+Na) + , 360 (M+H) + c 

5 

%H&®\\ 5(16) 

2— (2 — is 9 wfn \f;U=^J-;V^-^-^) — 3 — (4-^f^7x=;^^ 

HPLC^UFI (^) :3.91; 
10 Mass "7*— * : 689 (2M+Na) + , 334 (M+H) + 0 

nmmi 5(17) 

2- ( v 5 ^- 2-> f/U) -3- (4-^/V7i^ 

15 HPLC^WI (^) :3.16; 

Mass 7 s —* : 735 (2M+Na) + , 357 (M+H) + 0 

H»J 15 (18) 

2— (2 — i/9 v^^is/Vx^f-As^r^i/) —3— (4 — ^ ^JV? a^z^ /UJX/U 
20 *=/UT^/) t°7 v 5 ^ 

H P L C^«PI*W (#) : 4.32 ; 

Mass 7*— * : 773 (2M+Na) + , 376 (M+H) + 0 

mmm 15 (19) 

25 2- (3- (^ys^y-i-^) yoe/i/t^^) -3- (4-^^/u 
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H P L CfcWftffl (#) : 3.22 ; 
Mass ^—9 : 391 <M+H) + „ 

mmmi 5(20) 

5 2- (v"^ n^yf/U^f;^^^) -3- U-^^^^—yl^A-^ 

H P L C&fttifm (#) : 4.07 ; 

Mass y*—? : 717 (2M+Na) + , 348 (M+H) + „ 

10 mmm 15 (21) 

2— (2-7i-/^f;^v') —3— (4 — *=f-;V7 x.=.j\s?.jVi£~>\s 

HPLCWFhI (#) :3.96; 

Mass -7*— * : 761 (2M+Na) + , 370(M+H) + . 

15 

mmmi 5 (2 2) 

2- ( (t°y v'V- 3->T/^) ^fvM-sSrv') -3- ( 4 - p< ^v^:7 ^ 
7.jV~fo~;VT % /) Myitis 
HPLCMFI (^) : 3.15 ; 
20 Mass : 713 (2M+H) + , 357 (M+H) + „ 

mmm 15 (23) 

2- ( i^^-4— fyw) ^/M-^vO -3- 

25 HPLCflMWM (#) :3.14; 

Mass 7*—* : 713 (2M+H) + , 357 (M+H) + „ 
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MM® 15 (24) 

2- (2- (N-^f^-N-7x=/U7 5 /) :x^/U;*-#v') -3- (4 

5 H P L CfiyWIffl (#) : 3.49 ; 
Ma s s =f~-9 :403(M+H) + o 

5(2 5) 

2- (2 -y^y ^-S^/VOr**/) -3- (4-7/^P7x=^/^ 
10 ^/UT^/) 1^7^ 

HPLCft»lfFW (#) :3.99; 

Mass -r — ^ : 801 (2M+Na) + , 390 (M+H) + c 

%mm 15(26) 

15 2— {is? u^s=f->V**f->Vj)r3rl/) -3- (4-7^*B7xs^/U* 

HPLC^M (^) :4.17; 

Mas sf-^ : 725 (2M+Na) + , 352 (M+H) + , 270 o 

20 15 (27) 

2— ( 2 - 7i-/Hf^t^rv') —3— (4 — 7/U^*n :7 ^^/l^/U-/*^ 
;u7?y) 

H P L CfiH$B#IRI (#) : 4.06 ; 

Mass 7*—* : 769 (2M+Na) + , 374 (M+H) + „ 

25 

mmm 15 (28) 
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2- ( (fy ^>-3 — <M t^-^Hr^s) -3- (4 -yjuxuy 

HPLC^BII (#) :3.19; 
Mass 7 s —? : 361 (M+H) + 0 

5 

mmm 15 (29) 

2- ( ^W^rV) -3- (4-7;VtP7x = 

HPLCftM (#) : 3.19 ; 
10 Mass X*-^ : 361 (M+H) + „ 

mmmi 5 o o 

2- (2- (N-p< ^-/U— N— 7 3t=^T ? y) ^^/^^tvO -3- (4 

15 HPLC^MFbI (^) :3.58; 
Mass x — ? : 419 (M+H) + 0 

nmmi 5 o d 

2— (2 — 7xy^^xf;^ d fv^) —3- (4 — ^ n a 7x^7M = 

H P L C^^fIW (#) : 4.12 ; 
Mass "T — Z : 406 (M+H) + 0 

mmm 15 (32) 

25 2— (2— (ft7iy-2--{^) J^/t'^^rv') —3 — (4-^bd7 
x .=.jV7.jVfc=.jVT % /) Myitis 
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HPLCW^ (ft) : 4.13 ; 
Mas sf-^ : 396(M+H) + „ 

mt&M 15 (33) 

5 2— (v^ n^^^/^^^/U^-^i/) —3— (4 — 2 n d y ^.zz-tV^tVi^zz. 

HPL CffiWSIW (ft) : 4.30 ; 

Mass f—^ : 757 (2M+Na) + , 368 (M+H) + 0 

io mmmi 5(34) 

2— (2 — ^^c^/U-^^vi'^^v') —3- (4-^Dn7i-^;l'*^ 

HPL C{£f#H#PiS1 (#) : 4.19 ; 

Mass <f~9 : 801 (2M+Na) + , 390 (M+H) + B 

15 

MMMI 5(3 5) 

2- ( — T^) ^f/^v') -3- (4 —9 o n^^rryi, 

HPL CfiMWIW (ft) : 3.30 ; 
20 Mas sf-^ : 753 (2M+H) + , 377 (M+H) + Q 

HJ£0iJ 15 (36) 

2- ( t^^or^s) -3- (4-^dd7i^ 

^/U/J^^/UT^y) ^7v?> 
25 HPLCWi (») :3.30; 
Mas sx— ^ : 377(M+H) + C 
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mmm 15 (37) 

2- (2- (N->fA'-N-7*=^r ^ y) ^jUjr*ci/) -3- (4 

5 H P L C<fc*£H#f?i1 (#) : 3.64 ; 
Mass —9 : 463 (M+H) + Q 

Hlfc0«l 15 (38) 

2- (2 — dri/xf;^^^) —3— (4 — ~7u*:7a~ AsX/Uftsi 

10 /U7^y) f^v^ 

HPL CfitftttRI (#) : 4.16 ; 
Ma s sf~^ :450(M+H) + o 

HJiS0iJ 15 (39) 

15 2- (2- zcf-jvysr^r-y) -3- (4-7d^7 

(#) :4.17; 
Mass y*—? : 440 (M+H)' 0 

20 %WW 5 (4 O) 

2- ( (t°y v^- 2-^/k) ^^Vl^^vO -3- (4-7o*7x-^ 
^/WTjs^/kT^y) e7v?y 
HPLCM^ (#) :3.37; 
Mass V s ' — $ : 421 (M+H) + 0 

25 

5 (4 1) 
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2— (i/^n^yf;Mf/i't^v') —3— (4 — ya*7i=/^/^- 

H P L C£M#B*F*S3 (#) : 4.33 ; 

Mas s^— ^ : 845 (2M+Na) + , 412 (M+H) + 0 

5 

mmmi 5 (4 2) 

2- (2 — 7x=;>xf/U^i/) —3— (4 — rf^^y^=-)V^)Vi!^^)V 

HPL C{SfMWBS1 (#) : 4.21 ; 
10 Mas s T*—? : 434 (M+H) + 0 

mmmi 5 (4 3) 

2- ( ^TTUaJ-^V) -3- (4-^D*7x-^ 

15 HPLC#M$B#(H1 (#) : 3.33 ; 
Mass 7*— ^ : 421 (M+H) + c 

mmmi 5 (4 4) 

2- ( (t p y^^-4 — r/^) y^^-^v-) -3- (4 -^p^^^^/u 
20 7/^=^r?/) t*7^ 

HPL CflMWM (#) : 3.33 ; 
Mass 7*—* : 421 (M+H) + c 

HMJl 5 (4 5) 

25 2- (2- (N — ^ ^-/U-N-y ol^/UT ^ /) ^^/U^-d^v-) -3- (4 
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H P L CtfcfSB^ (#) : 3.62 ; 
Ma s sx — 9 :413(M+H) + 0 

mmmi 5 (4 6) 

5 2— (2-7i;^i^W) —3— (4— /l^/Uzfr— 

HPLCWPg (#) : 4.15 ; 

Mass 9 : 821 (2M+Na) + , 400 (M+H) + „ 

10 mi&Ml 5 (4 7) 

2- (2— (ft7iy-2--f/l') xf/Wt^^) -3- (4-xf/t/7 

HP L CG^lM (#) : 4.15 ; 

Mass -7 s —? : 801 (2M+Na) + , 390 (M+H) + „ 

15 

mmmi 5 (4 8) 

2- ( 2 —' (/is) t'f'/var**/} -3- (4-xf/V7x^ 

H P L CflM$8#RS! (#) : 3.38 ; 
20 Mass T — 9 : 763 (2M+Na) + , 371 (M+H) + 0 

mmm 15 (49) 

2- (v'^D^yf;i/^f^t^v') -3- (4-xf^7x^/^^*^ 

/u-r 5: y ) t'7^> 

25 H P L C««fNFW (#) : 4.33 ; 

Mass 7*— 9 : 745 (2M+Na) + , 362 (M+H) + , 280 o 
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mmmi 5 (50) 

2- ( 2 — 7 x.~/U^=?-/UX-3ri/) —3— (4 — zn^Vl^ ol^/U^/I^^/U 

5 H P L C&Wmm (#) : 4.21 ; 

Mass 7 s — & : 789 (2M+Na) + , 384 (M+H) + „ 

mmm 15 ( 5 1 ) 

2- ( (t°y 3-4 M ^f/ut*^) -3- (4-^^/1/7*^/1^ 
10 \?*7*s> 

H P L CflH$H#KI (#) : 3.34 ; 

Mass : 741 (2M+H) + , 371 (M+H) + „ 

3lii0*J 15 (52) 

15 2- ( (fc°!) v^-4-^^) y^/l^^) -3- (4-xf/U7x^;U 

HPLC{SM B 1 (#) : 3.33 ; 

Mass ^ : 763 (2M+Na) + , 371 (M+H) + e 

20 HJfi^J 15 (53) 

2- (2- (N-^f/I/-N-7i^7$ /) xf^t*^) -3- (4 

-^P fc?/W7x^^;^-/l'7 5 y) tr^v^v 

H P L C^B#r«1 (#) : 3.77 ; 

Mass x*-* : 875 (2M+Na) + , 427 (M+H) + c 

25 

mmm 15 (54) 
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2— (2— 7x/ drvoc^vioa-^i/) —3— (4 — T'p fcVl^cc^/W^A'tf; 

H P L C{fc#H#P B 1 (#) : 4.25 ; 

Mass "f— $ : 849 (2M+Na) + , 414 (M+H) + „ 

5 

mmmi 5(55) 

2- (2- (f-*?^^- ^/Uttis) -3- 

H P L CflMf^ (#) : 4.28 ; 
10 Mass ^ : 829 (2M+Na) + , 404 (M+H) + „ 

mm,m 15 (56) 

2- ( (t°yv ? V-2 f/W) fvU^vO -3- (4-ZfuM'jV7 

15 HP LC^BtK (#) : 3.49 ; 

Mass 7 s — ? • 791 (2M+Na) + , 385 (M+H) + c 

15 (57) 

2- (2-7x/^i/xf/Ut^v') -3- (4- (1- **f-JVau=$-}V) 7 
20 *.~)V7.)Vfo~)VT % J ) t°7V ? >' 
H P L C{fc#B#P B 1 (#) : 4.22 ; 
Mass x — ^ : 849 (2M+Na) + , 414 (M+H) + G 

UlifcM 15 (58) 

25 2- (2- (ft7iy-2-^/H m^vM"*^) -3- (4- (1-^ 
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HPLC^^fFbT (#) :4.26; 

Mass 7 s — 9 : 829 (2M+Na) + , 404 (M+H) + D 

mfcM 15 (59) 

5 2- ( (t°U v 5 ^- 2-^/^) pt^/^^r^) -3- (4- (I-^^/Vol 

HPLC^NfP^ (#) :3.49; 

Mass 7=—^ : 791 (2M+Na) + , 385 (M+H) + Q 

io mmmi 5 (6 o 

2- (^n^^v^^/M"*^) -3- (4- y 

H P L C&Wmm (ft) : 4.41 ; 

Mass 7"'—? : 773 (2M+Na) + , 376 (M+H) + 0 

15 

mmm 15 (6D 

2— ( 2 — yx^/Wxf/U^-df-V) —3— (4 —^^•jU7^=./\'7sjl'7k=^;V 

HPLC^fl (#) :4.30; 
20 Mass : 817 (2M+Na)\ 398 (M+H) + „ 

mmm 15 (62) 

2- ( (fc°y v^- 3-^/1") ;* ^Vl^^r vO -3- (4- 

25 HP L Ci%nmr$ (ft) : 3.44 ; 

Mass T'—? : 769 (2M+H) + , 385 (M+H) + 0 
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mmmi 5 (6 3) 

2- ( (t°y v>>--4— t^-jvjr**/) -3- (4- (i-^/i^c 

5 HPLCWFI (#) :3.42; 

Mass -r— ^ : 791 (2M+Na) + , 385 (M+H) + „ 

1 1 



fflv^, ##0il8^io^U -fb£^ (4) &#fc 0 
n WJ 1 6 

6-7^^/1^-2- ( (t°y v^- 3 -> (/U) *3-/U**ri/) -3- (4- 
15 *=?)V7 ^—jVT.jVib—^T % /) fc'^v^ 

lT^itUfc^^l (4) (50mg) Sri, 2-v^hdrv-^ 
^y(lmL) T/^V^IS^T^ 7^=/^^®? (2 8 m g ) , 

2N^^hyi>^7k^ (0.30m L) , W * P hrT* (MJ7i^/^7 
^) (n) (4.3m g) «r«g|Sfe^fi-e*Dx.fc. SJt&M-!r9 0t 

$Tl, 2-v-V h*i«'^? > tfcm&m (2mL) X* 2 HI. tK (2mL) *C 
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2HK 1, Y**S^?l<'b*.m&W. (2mL) T* 3 UK 0.2NJtg^i: 

fh7t Ko7 7Vl^» (1 : 2) (2mL) t3@, h7t Ko 

7 7^M (1 : 2) (2mL) 3 Hk fh7tKo77^ (2mL) 
"C3HK 1, (2mL) 3 1 4 

5 fcH*0»fffeU JEXT^fttt^tSrW-f-S**^^* (1 lmg) Sr#fc 0 
T L C : R f 0.70 a n Tft/l^A : 7« ^ 7 — /W= 10:1) ; 
NMR (d«-DMSO) : 5 11.05 (brs, 1H), 8.82 (d, J=2.1Hz, 1H), 8.54 (dd, J=3.9, 
2.1Hz, 1H), 8.37 (s, 1H), 7.99 (dd, J=3.9, 1.8Hz, 3H), 7.89 (d, J=8.1Hz, 2H), 
7.45-7.36 (m, 6H), 5.56 (s, 2H), 2.35 (s, 3H) ; 
10 HP LC^^PbI (#) : 3.49 ; 
Mass 4k{* : ESI (Pos., 40 V) ; 
Mass y*—? : 433 (M+H) + „ 

mmm 16 cd ~i.6 (6o) 

Hffiftl 16(1) 

6- (3-~ Fp7i^) -2- ( (t°y v^-3 — (M t^iVJr*^) 
20 -3- (4-^^/U7 3i— /W*/Wfc~/UT 5/) fc'^v 5 ^ 
H P L C^^F^ (#) : 3.49 ; 
Mass x — * : 955 (2M+H) + , 478 (M+H) + D 

HSgtfiJ 16 ( 2 ) 

25 6- (2 , 4-^no7i^) -2- ( ( fcf 17 3 — >f /W) 7< ^vl" 

-3- (4-^Wx=;^/^^7 5 y) tf7^> 
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H P L C&ftmffl (ft) : 3.71 ; 
Mass "T—$ : 501 (M+H) + B 

mmm 1 6 ( 3 > 

5 6— (1-7 ? \s is- 1 — (M -2- ( 3 ^/wa-3r 

-3- (4-^^:7^— t^v^ 
HPL C#M$B#f!i1 (ft) : 3.62 ; 
Mass : 965 (2M+H) + , 483 (M+H) + e 

10 »J1 6 (4) 

6- (4-7/PtP7i=;v) -2- ( (t°V i?^- 3-J/u) ^ ^-/^^ 

vO —3- (4-^f;i^7x= /i^/wft—^TS: /) t^v 5 ^ 

HPL C^fSW^ (#) : 3.53 ; 

Mass X — ^ : 901 (2M+H)*, 451 (M+H) + 0 

15 

mmmi 6 (5) 

6- (4-^DP7x=;V) -2 - ( (t°y v 5 ^- 3 —4M *^->Vjr*^) 
-3- (4-^Wi^M^7^/) fc'^v^ 
HPL«ffi (#) :3.62; 
20 Mass $ : 933 (2M+H) + , 467 (M+H) + D 

»n e (6) 

6- (4-^^7x=;u) -2- ( V^-Z-J )V) t«^/^=¥^) 

-3 — (4-yf;U7x^V7/U*^7 5y) 
25 HPL C#M$B#F41 (ft) : 3.58 ; 

Mass 7*—# : 893 (2M+H) + , 447 (M+H) + 0 
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6- (4-p< b*t$'7x.~A'') -2- ( (t°y v?^-3-^/^) 
>0 -3- (4— ^f;l/7s-/^/^^7 5 7) fc°7v ? > 
5 H P L CfcW&fm (#) : 3.49 ; 

Mass 7 s — 9 : 925 (2M+H) + , 463 (M+H) + c 

mmmi e (8) 

6- (3-^^^3i=^) -2- ( (fcTJJ v 5 ^- 3 *?-*>ttSf) 
10 -3- (4-^Wi-;v^*-;u7$y) fcT^S^ 
HPLCWFbI (#) :3.58; 
Mas 5^—9 : 893 (2M+H) + , 447 (M+H) + 0 

mmmi e o) 

15 6- (3-^Dn-4-7/Vtn7i^) -2- ( (try 3 -- f/U-) 

^W^rv') -3- (4- < ?«f^7*5A'^*5A'75 /) ^7v?V 
H P L CftttttRQ (#) : 3.64 ; 
Mass x — * : 969 (2M+H) + , 485 (M+H) + 0 

20 Mt&ffl 16 (10) 

6- (3, 5 -If;* (MJ7/Uto^/>) 7x^) -2- ( (tl^> 

-3--r/u) ^^-/u^-^v') -3- (4-^^/V'7*=./^/^=^r ^ y) 

H P L C^NPWI (#) : 3.80 ; 
25 Mas s f—9 : 569(M+H) + 0 
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mmmi 6 a n 

6- (3, 5-^on^f/l/7x^V) -2- ( (fc° y v>V- 3 AO 
^/M-drf) -3- (4-^f;U7x= /W*/M>=/WTSy) tr^f 
H P L CflMWW (#) : 3.75 ; 
5 Mass 7 s —? : 501 (M+H) + e 

3U£#J 16 (12) 

6- =.~)V7 3u~)V) -2- ( (t°U v 5 ^- 3-><^) 

-3- (4-^Wi^/^=/l'7;y) t°7^ 
10 HPLCW^ (^) :3.77; 
Ma s sx — ^ : 509 (M+H) + e 

mmm 1 6 (13) 

6- (4 -*f-/\s<7-*7^~/u) -2- ( (fc*y v^- 3 — <M 
15 ^vO -3- (4-^^7i-/^/l'*^r ^ /) ^7'^ 
H P L CfiHWffl (#) : 3.60 ; 
Mass x — ^ : 957 (2M+H) + , 479 (M+H) + c 

Xttfflll 6(14) 

20 6- (2-^f^7x^) -2- ( (t°P — 3 (fr) ^/W^vO 

-3- (4-^Wx^;MM^7;;) ^7 i?zs 

HP LCflM#8#F<S| (#) : 3.38 ; 

Mass 7 s — # : 893 (2M+H) + , 447 (M+H) + e 

25 HJfeM 16 (15) 

6- (7xtyh^-9-'f^) -2- ( (fc 0 U v*>— ^^/W 
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-3- (4-^f;U7x^/^;u*=^7^ 7) 
H P L C£M$B#P^ (#) : 3.80 ; 
Mas s-r— 9 : 533 (M+H) + 0 

5 MMM 16 (16) 

6- (3-7^7x^) -2- ( (try S^-S-'f AO ^^/^^v-) 

-3- (4-^Wi-;^M^r^) t^v 5 ^ 

H P L C^«fB5 (#) : 3.09 ; 

Mas s 7 s —? : 895 (2M+H) + , 448 (M+H) + D 

10 

mmm h (17) 

6- (4-*/^v'7x^) -2- ( (t°y v 5 ^— 3 —- <A0 
=3r^) -3- (4— j^/t^cc— /W^W^/l^T % 7 ) fc^v^ 
H P L Cfiy#B#lffl (#) : 3.33 ; 
15 Mass x — * : 953 (2M+H) + , 477 (M+H) + 0 

nmm 1 6 (is) 

6- (2-*^^;i'7x^) -2- ( (ey^y-3->f/u) tv-frit** 

-3- ( 4 - ^ f /W7 x ^/W7;P*=;U7 ^ / ) fc^v^ 
20 H P L C£M$ffSfH! (#) : 3.42 ; 

Mass X — ^ : 921 (2M+H) + , 461 (M+H) + 0 

H»l 16 (19) 

6- (3-hJ)7/Wta^f/U7x=;i/) -2- ( — ( /V) 

25 -3- (4-^f^7x=;>7/^=^7 5;) fc'^v 5 ^ 

H P L CflMWIBJ (#) : 3.66 ; 
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Mass V s ' — : 501 (M+H) + „ 



mmmi 6(20 

6- (4 - hi; y jvOrxi *=f-;V7 ^=.)V) -2- ( (fcryv^-3 — < jv) 
5 tf-ArHr* 9 */) -3- (4-^f^7i^;^;i'*-/i'7^/) fc°7 
H P L CftfiF^TO (ft) : 3.67 ; 
Mass 7 s *- ? : 501 (M+H) + Q 

mmm 1 6 (21) 

10 6- (3 -*;i/>;i'7x=;u) -2- ( (l^yi^-3 — f/^) ^Ao*-* 
v^) -3- (4-^^^^— ;^;l/*=;l/7^ /) t°7^ 
H P L CftttttlH (ft) : 3.40 ; 
Mass x— ^ : 921 (2M+H) + , 461 (M+H) + 0 



is mmmi 6(22) 

6- (3-^ Y*is7~~^) -2- ( (fc°y iff- 3-4 M *=f-)\,** 
is) -3- (4 - ^f/I/7x=/^^*^7 ^ 7 ) f^v 5 ^ 

h p l commm (ft) 3.38 ; 

Mass T — # : 925 (2M+H) + , 463 (M+H) + G 

20 

mmm 1 6 (23) 

6- (3-=hP-4-^Wi^) -2- ( (t°y v 5 ^- 3-^/^) 
y^/u^-^i/) -3- (4-^f/V7s=/^yv*^;t/75/) t 5 7^ 
H P L C&EfB^ (ft) : 3.56 ; 
25 Ma s sf-^ : 983 (2M+H) + , 492 (M+H) + , 
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mmm 1 6 (24) 

6- (3-7tf;U7?/7i^) -2- ( (t°y v J V-3--Y/i') ^ 
tvHc^y) -3- ( 4 - ^ f 5 ^ ) Kyi?^ 

HP LCGM$B#PpS! (#) : 3.31 ; 
5 Ma s sf^^ : 979 (2M+H) + , 490 {M+H) + Q 

mmm 1 6 (25) 

6- (3 -7 x.—jV) -2- ( (fcTy — T/l^) ^^/^^ 

i/) -3- ( 4 - ^ f x ^;U^/U*^/U7 ^ 7) 
10 HPLCIS^ (^) :3.53; 

Mass "f—5> : 901 (2M+H) + , 451 (M+H) + 0 

0g%m 6 (2 6) 

6- (2-p< Y**yZ7 =.=.;\o) -2- ( (t°y v 1 ^- 3-^/U) ^^/U^ 
15 -3- U-^/I^^—yW^M^/L'T^ /) fc^v^ 

HPLC^B#F B 1 (#) : 3.51 ; 
Mass X — ^ : 925 (2M+H) + , 463 (M+H) + e 

ISttftl 16 (27) 

20 6- {$"79 IslS- 2-4 )V) -2- ( (t°y 3 — - ( /W) ^ ^/M"^ 

-3- (4 -^^71-/^^*^7 ^ J ) t^v^ 
H P L C&^Pb 1 ! (#) : 3.66 ; 
Mass x — ^ : 965 (2M+H) + , 483 (M+H) + 0 

25 mmm 1 6 (28) 

6- (2-MJ7/Utn^f^7x^U) -2- ( ( fc° D v>>-- 3 /U) 
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fT'/l'st^-is) -3- (4 — ^~/V*;V7b~;VT % / ) t'7^> 

HPLC^ffl (#) : 3.58 ; 
Mass x~ * : 501 (M+H) + „ 

5 mt&m 1 6 (29) 

6- (3 — * hdf^i^A') -2- ( (t°IJv>^-3 — f/W) 
i/) -3- (4— ^^•^7at=iA^^yU*=i^7 , $ /) t°7V> 
HPLCftttttlH (#) :3.60; 
Mass ^ : 953 (2M+H) + , 477 (M+H) + D 

10 

mmm 1 6 (30) 

6- (2-^nn^^=^) -2- ( (t°U v 5 ^- 3 — < >V) t^/ls**^) 
-3- (4-^f^7i^;^;i/*^7?y) \?"7i» 
HPLCWFI (#) : 3.56 ; 
15 Mass y*—? : 933 (2M+H) + , 467 (M+H) + B 

16 (31) 

6- (2-7/UtD7x=^) -2- ( (t°y v 5 ^- 3-^/1^) 7*^1^=*- 
>0 -3- ( 4 - ^ f ^7 x x/u^ ;l/*^^7 5 7 ) \£?i?f 
20 HPLC*»1 (5)) :3.51; 

Mass 7 s — 9 : 901 (2M+H) + , 451 (M+H) + 0 

16 (32) 

6- (4-xf;t/7x^) -2- ( (fU — fA") ^A-oT^r vO 

25 -3- (4-^Wx^V^*=/l'7^;) t°7i^> 
H P L C^B#Fb1 (#) : 3.67 ; 
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Mass 7*— * : 921 (2M+H) + , 461 (M+H) + 0 

mmm 1 6 (33) 

6- (3, -2- ( (fc°!J^-3 — ifV) 

5 -3- (4-^f/I/7i^^/>*^7 5;) fc*?^^ 

HPLC^IH (#) :3.66; 
Mass 7*—* : 921 (2M+H) + , 461 (M+H) + 0 

mmm 1 6 ( 3 4 ) 

10 6- (1, 3 -^^-^4^y^-5-^^) -2- ( (t°y 3--T 
/W) ^fvl'^^v') —3- (4 - *^->V7 x.~;V7.jVfo~>VT 5 7 ) ^7^ 

H P L CGM^U^ (#) : 3.49 ; 

Mass 7*—* : 953 (2M+H) + , 477 (M+H) + D 

15 

mmmi 6 (3 5) 

6- (4- (1, 1 -v^TVl^fvU) 7^=/^) -2- ( (fyv^-3 
— f/l") ^tV^^S/) -3- ( 4 - ^ f ^7 x=/U^;V*^7 ^ ; ) t" 
7^ 

20 HPLC^H^ : 3.82 ; 

Mass T—^ : 977 (2M+H) + , 489 (M+H) + c 

HJSfliJ 16 (36) 

6- (3, 4-v 5 ^ h^v^oi^^) -2- ( (t°y v?^- 3 — Y/U) ^ 
25 /Wt+S/) —3— (4 — ^f/U7x=/W7>^*=;l/7 5: / ) t*7^y 
H P L CflM3Wf3 (#) : 3.42 ; 
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Mass : 985 (2M+H) + , 493 (M+H) + D 

mt&mi 6(3 7) 

6- (2, 4—i?*h*$'7=.~M -2- ( — f/W * f- 
5 -3- (4-f7-/U7xL~/l,X/Uft~/UT\ /) 1^7^ 

HPLC^^I (£0 : 3.53 ; 
Mass 7*— 9 : 985 (2M+H) + , 493 (M+H) + c 

mmm 1 6 (38) 

10 6- (4- (1 -7<?vU^vU) ^^—/lO -2- ( (k°!J S?^- 3— <A0 
^f/Wt^ri/) -3- (4-^f/U7i= /W*/Mn~/UT^ /) fc°7i^ 
H P L C#«FB#IH (#) : 3.75 ; 
Mass x — ^ : 949 (2M+H) + , 475 (M+H) + Q 

15 mmmi 6(39) 

6- (4-t Kndr^7x^) -2- ( ( fc° y 3 -Jfr) t^As* 

3rv0 -3- (4-^Wi^/^/^=/W7^;) t°7i?V 

HP LC^NprsI (#) : 3.31 ; 

Mass f* — ^ : 897 (2M+H) + , 449 (M+H) + c 

20 

HJfeflll 6 (4 0) 

6- (3- y^^jV) -2- ( (t°y v^-3 —JM 

*f- As***?/) -3- (4-^f;P7x=;^;i/*-;i/7$/) 
HPLC^W (#) : 3.73 ; 
25 Mass 7*— ^ : 949 (2M+H) + , 475 (M+H) + „ 
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mmmi 6 (4 1) 

6- (4 ^/l^/M?— ^71=^) -2- ( (t°y 3 — >f /U) 

?vM-^» -3- (4 - ^ f ;W7i=;^;i/*=;u7 ^ /) fcf^v^ 
HP L Cifc^B^ (#) : 3.42 ; 
5 Mass 7*— * : 949 (2M+H) + , 475 (M+H) + „ 

HJfeMl 6 (4 2) 

6- (3 -2- ( (tfUv^-3 — < M * 

=f-}Vj>r**/) -3- (4-^f;u7i^;^/^^^7 5 /) fc'^v^ 
10 HPLCftjf^ (^) :3.44; 

Mass X — ^ : 949 (2M+H) + , 475 (M+H) + c 

Hffiftll 6 (4 3) 

6- (3, 4, h^7x=/l/) -2- ( (^yi?y-3->f/W) 

15 tf-AsHr^S) -3- (4 - ^ s=/^^*^T 5 /) 

HPLC^Hfl (#) : 3.45 ; 
Mass •7 ? — ^ : 523 <M+H) + 0 

mmmi 6 (4 4) 

20 6- (2, 3 o p^^^/u) -2- ( (t'U^^-3 — T/W) ^ 

-3- (4 -y *f-;vy ^~)V7.)\sifr~)l<T % /) f^v^ 
H P L CfiMWIW (#) : 3.66 ; 
Mass 7 s — ^ : 501 (M+H) + 0 

25 mmmi 6(45) 

6- (4- (2 -^/M^v^X— A-) -2- ( (fyv?y-3 
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-4M t^ivHr^s) -3- (4-^Wx^/^/i'r?y) fc 9 

HPL CflfcEfBtK (#) : 3.36 ; 
Ma s st*— 9 : 503 (M+H) + 0 

5 

\ 6 (4 6) 

6- (4 — <*i?A'ttiS'7 -2- ( f/U) 

ivHr^r^y) -3- (4 - ^ f /P7s-/^;l'*^r 
HPLC«^ (#) : 3.78 ; 
10 Mass X — ^ : 539 (M+H) + 0 

Hffiftll 6 (4 7) 

6- (4-7x=/l'-3-7/^a7i=;V) -2- ( (t°!J v 5 ^- 3 — < 
JV) *f-)Vj!r**s) -3- (4 - ^ f ^xs^^s^T 5 /) ^7i? 
15 ^ 

HPLC^BI (#) : 3.80 ; 
Mass ^ : 527 (M+H) + 0 

6 (4 8) 

20 6- (3- ( 2 -$u\s7$*ci/^7-~;V) •? -2- ( 

->f^) tTAsHr^iA -3- (4 — ^ ^-/U7ai=/u^yu*!^yur ^ /) t° 

HPL CfiM^i^m (#) : 3.40 ; 
Mass X — ^ : 503 <M+H) + 0 

25 

HJ£#J 16 (49) 
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6- (4- ( 2—~ hnxf^) 7 a^~)V) -2- ( (t'U v 5 ^- 3 — f 
/l") -3- ( 4 - ^ f x =;l/^;l/Jh^;U7 $ 7) fc^v 7 

HP L CfiyWW (#) : 3.40 ; 
5 Ma s sf-^ : 504 (M+H) + c 

mmm 1 6 (so 

6- (3-7i-^7x^) -2- ( (t s y^y-3—f^) y^/U^-^ 
v/) -3- {A— *^-JV7 ^=-}\<7,)Vfc~)V7 5 7 ) fc'^v^ 
10 HPLC^B#Pb1 (#) :3.77; 
Mas s 7*—^ : 509(M+H) + o 

H*£#J 16 (51) 

6- (4- (2-#/l'7$3ciy^ju) 7x^) -2- ( (fc'yv^-S- 
15 -fAO ^fyi't^^) —3— (4-^;^i^;^^7^) fc°7 

H P L Cl%&#fffl (#) : 3.38 ; 
Mas 8 7*- ^ : 505 (M+H) + o 

20 HJ£#!| 16 (52) 

6- (3, s-ityji'JruyaL—fr) -2- ( (fy^y-3-^/i/) y^ 
-3- (4-y- ^ss/u^/^s^r 5: /) t°7^ 

H P L CfJMWfSI (#) : 3.58 ; 

Ma s sx— ^ : 937 (2M+H) + , 469 (M+H) + 0 

25 

mmmi 6(53) 
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6- (4 -xf^ft7x=;u) -2- ( — f/l") tf-fr* 

3rv0 -3 - (4 -^f/U7i^7/W*=;U75 /) fc°7 v>> 

H P L CfiHWIffl (#) : 3.67 ; 

Mass : 985 (2M+H) + , 493 (M+H) + c 

5 

mmmi 6 (54) 

6- (2-p< (l-^^/^^/W 7 * =VU) -2- ( (t°y 

v^-3 — < fV) ff-zUsj-^is) —3- (4 - ^f;t/7x=;u^;l/*=^7 
*S) 

10 H P L C{&f£B#fti? (#) : 3.73 ; 
Mas s "T — 5> : 505 (M+H) + 0 

HWJ 16 (55) 

6- (2-^^/^^-7^n^) -2- ( (H°V *=f-)V3r 
15 -3— (4— ^=f-;vy^=- ;V7.)Vfo~ )VT % 7) t"^^^ 

H P L CfiMWIW (#) : 3.55 ; 
Mass * : 957 (2M+H) + , 479 (M+H) + 0 

^«SJ 16 (56) 

20 6- (2, 4-v i 7^n7x^) -2- ( ( fc° y i^V- 3 — < A-) P*^" 
>vj£**/) -3- (4-^f^7x=;^;i/^^7^y) fc'^v^ 
H P L C&Fftifm (#) : 3.58 ; 
Mass * : 937 (2M+H) + , 469 (M+H) + 0 

25 mmm 1 6 (57) 

6- s.z=.;V) -2- ( (t°U 3 ->f /U) P< 
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J- As***/) -3- (l-t^/is? ^—/isXjuft^/UT ^ J ) 

H P L Ctfkft&ffi (#) : 3.40 ; 

Mass 9 : 949 (2M+H) + , 475 (M+H) + „ 

5 mmm 1 6 (58) 

6- (3 -tf/M^^^-zu) -2- ( (t°y v>^- 3 -Jiv) t^-fr* 

-3- (4-^f/W7s=;^M^7^ /) fc'^v 5 ^ 
H P L CfiM$H« (#) : 3.34 ; 
Mass "T — $ : 953 (2M+H) + , 477 (M+H) + Q 

10 

mmm 1 6 (59) 

6- (4-^W^/7o:=^) -2- ( ^^-3-^/W) ^ 

^t^i/) - 3- ( 4 - ^ f /1/7 x=;^;U*-;i/7 5 / ) t°7^ 
HPLCWF^ (5)) : 3.21 ; 
15 Mass 7 s —* : 951 (2M+H) + , 476 (M+H) + 0 

H2i£#!! 16 (60) 

6- (4- i!f-Hr-7 2-4 M 7^-yU) -2- ( (fc'Pv^-3- 

-f/i") ^W=Jf^) -3- (4-;<f;L'7x^/^;^^/i'7 5 7) t°7 
20 ^ 

H P L C^JfB^ (#) : 3.38 ; 

Mass f*— 9 : 871 (2M+H) + , 439 (M+H) + Q 

mmm 1 7 

25 6 -r/u^- 2 - ( (3, h^rv^ ^^P^V) — 3- 
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6 0%fcm<t-r\>}) t?J* (12mg) Sri, 4-v ? ^-^ri7*>' (1.0m L) 
5®iSU 3, 4-i>^ h^i/^y^7/l'=i-/i, (25mg) <D 1 , 4-v 5 
^-^It-^SK (lmL) irgfl-pjITtfc, SJt£iB^4*SrMT3 oaflM* 

mnm\-zmkvtz.ik&m (4im g ) ©1, 4-^^^^ 

5 (lmL) ^iI«Mf^Bx:fc. RfSM^ 1 0 0tt3HF B 1j| 

alfypx- tvU (5mL) T*ifc#-L.fcSU 1 NjftSft (lmL) ^Px.fc 0 * 
nn*;^ (3mL) T* 2 HtfglttJ bfc 0 *f&W#l&}tilt U »TO*fij(4ffl[SrW 
(2 6mg) 

10 T L C : R f 0.47 (^^rl^^ : @^t^vU= 1 : 1) ; 

NMR (d6-DMSO) : 5 11.06 (br, 1H), 7.91 (s, 1H), 7.84 (d, J=8.4Hz, 2H), 7.35 (d, 

J=8.4Hz, 2H), 7.15 (d, J=1.8Hz, 1H), 7.04 (dd, J=8.1, 1.8Hz, 1H), 6.95 (d, J=8.1Hz, 

1H), 5.28 (s, 2H), 3.76 (s, 3H), 3.75 (s, 3H), 2.35 (s, 3H) ; 

H P L CfiMWffl (#) : 4.10 ; 
15 Mas s T'—? : 494 <M+H) + 0 

HJfetfiJ 17 (1) -17 (63) 

20 

HlfeM 17(1) 

2- ( (S-^f/^x-;!/) ^fvM-dfV) -3- (4 -^5v^:7 ; t~/^ 
;*/^7i^^/^T5: 7) fc'^v^ 
H P L C{$M$B#I!I1 (#) : 4.08 ; 
25 Mass 7*— * : 761 (2M+Na) + , 370 (M+H) + „ 
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mmmi 7 (2) 

2- ( (3 —9 P 0 7i=^) ^f/Ut^v') -3- (4 ^ 

H P L CGM^fia (#) : 4.09 ; 
5 Mass : 390 (M+H) + „ 

mmmi 7 (3) 

2- ( (3 h^-yy^— tf-AsHr^i/) -3- (4-^Wi= 

10 H P L CdfettftlH (#) : 3.98 ; 

Mass ^ : 793 (2M+Na) + , 386 (M+H) + „ 

mmmi 7 u) 

6-70^-2- ( (3-^f/l^7i^;l/) ^^/U^-^v') -3- (4-j* 

15 ^-jvy zc^jv^jva^^fVT % / ) fyv 5 ^ 

H P L C£M$B#f§i (#) : 4.34 ; 
Mass 7 s — ? : 448 (M+H) + e 

MIAMI 7 (5) 

20 6-70^-2- ( (3-^oa7i^) ^f^**V) -3- (4-^ 

H P L CfiHWW (#) : 4.34 ; 
Mass T'—? : 468 (M+H) + „ 

25 mmmi 7 (6) 

6 -7n^- 2 - ( (3-t< h^r^/7x^) ^f/U^v') -3- (4- 
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H P L C$m#m (#) : 4.22 ; 
Mas sx— 9 : 466(M+H) + 0 

5 n&M 17(7) 

6-^p*-2- ( (3-h!l7;i/to^Wx^) ^f;>t^v') - 
3- (4 - ^f^^x^/Wl/*^/ 5 /) 1^7^ 
HPLCfMI (#) :4.34; 
Mass 7 s — 9 : 502 (M+H) + 0 

10 

mmmi 7 (8) 

2- ( (2- * Y*^-7 zl~jV) *=5-;V**\s) -3- (4-^^73i — 

H P L C^^^ (#) : 3.99 ; 
15 Mass 9 : 793 (2M+Na) + , 386 (M+H) + ; 

NMR (ds-DMSO) : 5 10.88 (s, 1H), 7.88 (d, J=8.4Hz, 2H), 7.76 (d, J=9.0Hz, 2H), 
7.49 (d, J=6.6Hz, 1H), 7.38-7.31 (m, 3H), 7.05 (d, J=7.8Hz, 1H), 6.97 (td, J=7.8, 
0.9Hz, 1H), 5.38 (s, 2H), 3. 01 (s, 3H), 2.36 (s, 3H)„ 

20 17(9) 

2— (i-7s-;nf;vt^V) —3— (4 — ^f/i/7x=/^;i'*^;i' 

H P L CflMWIW (#) : 4.04 ; 
Mass ^ : 761 (2M+Na) + , 370 (M+H) + ; 
25 NMR (ds-DMSO) : 8 10.94 (s, 1H), 7.90 (d, J=8.4Hz, 2H), 7.66 (s, 2H), 7.48 (d, 
J=7.2Hz, 2H), 7.39-7.22 (m, 5H9, 6.12 (q, J=6.3Hz, 1H), 2.36 (s, 3H), 1.59 (d, 
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J=6.3Hz, 3H) 0 

mmmi 7(10) 

2— ( (7 7^- 2 — f/l") —3— (4-^f^7i-/l/^ 

5 y^/t^T^y) fc°7v^ 

HPLCWI (#) : 3.82 ; 

Mass y*— $ : 713 (2M+Na) + , 346 (M+H) + ; 

NMR (d«-DMSO) : 8 10.88 (s, 1H), 7.86 (d, J=8.1Hz, 2H), 7.80-7.73 (m, 3H), 
7.36 (d, J=8.1Hz, 2H), 6.63 (d, J=3.0Hz, 1H), 6.51-6.49 (m, 1H), 5.35 (s, 2H), 2.36 
10 (s, 3H) Q 

mmm n an 

2- ( (2-*?-JU-7^~jU) ^^SUj-lri/) -3- (4 ^JV? x.~}V 

15 HPLCW^ (^) :4.06; 

Mass 7*' — ^ : 761 (2M+Na) + , 370 (M+H) + 0 

7(12) 

2- ( (2-^oa7i^) p^/M-df-v') -3- (4 -^f^7x^ 
20 */Ms~/UT % /) t'^v 5 ^ 

H P L C (#) : 4.10 ; 

Mass x — * : 390 (M+H) + e 

17 (13) 

25 6-^n^E--2- ( (2.--? t^/U**^) -3- (4- 
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HPLCWi (ft) : 4.45 ; 
Mas s-r— 9 : 510(M+H) + „ 

mmm 17 (14) 

5 2- ( (2 - MJ7;Wtn^f^7x^/U) —3- (4— 7< 

HPLC^M (#) : 4.11 ; 
Mas s-r— 9 : 869 (2M+Na) + , 424 (M+H) + D 

io mmm 17 (15) 

2- ( (t7^uy-l-^) ^f/t't^i/) 

}Vfo=.jVT % J ) t° 9 ^ 
H P L CflMWIW (ft) : 4.15 ; 
Mass 9 : 733 (2M+Na) + , 406 (M+H) + D 

15 

mmmi 7(16) 

2- ( (-7*7^ V^>- 2 — f/l") ^f/^^v^) 

HPLC^FI (#) : 4.17 ; 
20 Mass x — 9 : 833 (2M+Na) + , 406 (M+H) + 0 

»1 7(17) 

2- ( (2, h*f7x.~A') ^/M^vO -3- (4-^^vU 

25 H P L C&Wtitm (ft) : 3.95 ; 

Mass *f—9 : 853 (2M+Na) + , 416 (M+H) + „ 



-3- (4- 



-3- (4-^f;V7i = 
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mmmi i a s) 

2- ( (2, 5 Y*r*/7^~M ^f/Ut^ri/) -3- U-^^W- 

5 HPL«H^ (#) :3.99; 

Mass X— ^ : 853 (2M+Na) + , 416 (M+H) + „ 



mmmi i a 9) 

2- ( (3, 5 Y^rl/y =c^)V) ^/M-drv-) -3- (4-^^ 
10 7i=;^/U*=^7 5y) fc'^v^ 
HPLC«#^ (#) : 3.97 ; 
Mas st*~- 9 : 853 (2M+Na) + , 416 (M+H) + 0 



%W\ 17 (20) 

15 2- ( (2, 3-^pp7i^) ^/M"^) -3- (4-^f/l'7 

H P L C{fcf£B#F4J (#) : 4.21 ; 
Mas s "f— 9 : 424(M+H) + „ 

20 2g%0J 17 (21) 

2- ( (2, 4 — n n7i^;H ^f/kt^V) -3- (4-^^/U7 
^^/]/X/U7js~/UT 5. y) \? 7 is is 
HPLCft^W (#) :4.24; 
Mass X— * : 424 (M+H) + c 

25 

17 (2 2) 
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2- ( (2, 5-^0 0 7*=^) ^f/^^^) -3 - (4-^f'/l'7 

HPLC^H^ (^) :4.21; 
Mass 7 s —? : 424 (M+H) + „ 

5 

nmm 17 (23) 

2- ( (2, 6-v?^oo7x^) /« ^vl^^vO -3 - (4-^^/U7 

HPLCftjf^ (^) :4.19; 
10 Ma s sf- ^ :424(M+H) + 0 

§Hife#J 17 (24) 

2- ( (3, 4-v 5 ^on7x^) /.^Vl^^V) -3- 

15 HPLC^M (^) :4.21; 
Mass : 424 (M+H) + 0 

MMM 17 (25) 

2- ( (3, 5-^DP7x-;U) y ^vW^vO -3 - (4-^^/1^^ 
20 i=/l/7M=/U7^) fc'^v^ 
HPLCW^ (^) :4.24; 
Mass 7 s —? : 424 (M+H) + D 

mmm 17 (26) 

25 2 - ( (4 -^f/Uy^^/U) y^/^^v-) -3- (4 - y ^-/U^oc^/U 
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H P L C&fttifffl (#) : 4.17 ; 

Mass 7 s — 9 : 789 (2M+Na) + , 384 (M+H) + c 

MMMl 7(2 7) 

5 2- ( (4- ( 1 - * ^vl^n^/W) 7x^/U) ^W=3rv') -3- (4- 

H P L C^^F^ (5» : 4.26 ; 

Mass * : 817 (2M+Na) + , 398 (M+H) + 0 

io mmm 17 (28) 

2- ( (4- (1, 1 -v^^vl^^vl') -3- 
( 4 - ^ f /U7 x ^/l/^/l/* =/l/7 5 ; ) t^v^y 
HPL C^NF^ (#) : 4.35 ; 
Mas sx— ^ : 845 (2M+Na) + , 412 (M+H) + 0 

15 

nmmi i (2 9) 

2— ( (4 — 7 ^—/u^^^/u) ^f/^^V) -3- {A— ^^-;^-7 ol=^ 

HPLCWfl (#) :4.26; 
20 Mass V s — ? : 885 (2M+Na) + , 432 (M+H) + e 

mmmi 7 (3 0) 

2- ( (3-^^y ^-iyy^^/u) *^/Ust*-» -3- (4-^^71 

25 HPLCflMWFd] (#) :4.26; 

Ma s s X — ^ : 917 (2M+Na) + , 448 (M+H) + 0 
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mmmi i cs d 

2- ( (2 -~7 x-~;v~7 x.—JV) * =T)Vir^r^) -3- (4-^f/l'7xX 

jvt. jv-fo—tvT % / ) t° ^ ^ 

5 HPLC&ffBt^ (#) :4.00; 

Mass "7*—^ : 885 (2M+Na) + , 432 (M+H) + Q 

\ 7(3 2) 

2- ( (1, 3-v^^i^-r ^^^-4 — <>V) ^/M"^) -3- (4 
10 -^f;I/7x^/I/^^*n^7$ /) t'^v^ 
HPLCWB.1 (#) : 3.95 ; 
Mass 7 s —* : 821 (2M+Na) + , 400 (M+H) + e 

mmm n (33) 

15 2- ( (1, 3-i?**D-J >v) t^frir**/) -3- (4 

HPLCW^ (#) : 3.93 ; 

Mass 7*—$ : 821 (2M+Na) + , 400 (M+H) + „ 

20 17 (34) 

2- ( (3-hy7;kta^Wx^) ^fvl^^v") - 3 - (4-p< 

^vw:7^^w*/m>=/ut^ y) 

HPLCW^ (r» : 4.13 ; 

Mass f — ^ : 869 (2M+Na) + , 424 (M+H) + c 

25 

Hlfctil 17(35) 
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2- ( (l-t^-su^x.—su) f7-/U*3ri/) -3- (4 — **f-jvy zc~;\s 

H P L C®mm% (#) : 4.08 ; 

Mass 7*— * : 761 (2M+Na) + , 370 (M+H) + 0 

5 

mmmi 7 o 6) 

2- ( (4 — * n **?-jVjr5r-s) -3- (4 — * f/W7x^;W 

H P L C®m#m (#) : 410 ; 
10 Mass X — * : 801 (2M+Na) + , 390 (M+H) + „ 

v 

lltt&OT 17 (37) 

2- ( (4-p< h#*>:7*=/l') ff-)V***y) -3- (4-^f^7i = 

15 HPLCfiy^Bfl (#) :3.97; 

Mass "T — $ : 793 (2M+Na) + , 386 (M+H) + c 

nmm 17 (38) 

2- ( (4-h!J7;^n^f^7x=^) ^^/U^-^rv-) -3- (4-^ 
20 f;V7*=^A'*=;l'7 5 / ) 1^7^ 
H P L CGM3W«1 (#) : 4.13 ; 
Mass -r — * : 869 (2M+Na) + , 424 (M+H) + e 

ummi 7(39) 

25 6 -7*o^- 2 - ( (4-^f;P7i=/l^) * ^vM"**') -3- (4-^ 
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HPL C&Zf&fffl (#) : 4.32 ; 
Mass X— 9 : 448 (M+H) + 0 

mnmi 7 (4 o) 

5 6 -zfu^r- 2 - ( (2-^^:7^-^) ^f/l/t^E-v') -3- (4-^ 

HPL CmSmm (#) : 4.30 ; 
Mass x — ^ : 448 (M+H) + „ 

10 HJS^Jl 7(41) 

6-yn^e-2- ( (2— ^tap^a^/lO t< X/^^rv') -3- (4—7* 

HPL C&f£H#lffl (#) : 4.32 ; 
Mas s ^ : 468(M+H) + B 

15 

7 (4 2) 

6-^n^e-2- ( (2-^ h^^7x^) ^x/^^vO -3- (4- 

HPL (#) : 4.26 ; 

20 Ma s sx— 9 :464(M+H) + 0 

UlifctfiJ 17 (43) 

6-7'n^-2- ( (2 — h I) 7;l/tn^f;l'7i-/l') ^X/l^^) - 
3- (4-^f^7x= yl^yUfc^yl'T 5 /) t°7v/y 
25 (#) :4.34; 

Mass x— ^ : 502 (M+H) + 0 
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mmmi i (4 4) 

6 -yn*- 2 - ( (-f-y^U^-l-^jU) ^W^rv') - 3- (4- 

5 H P L C&f#R#f^ (#) : 4.37 ; 
Mass X — ^ : 482 (M+H) + D 

7 (4 5) 

6-^D^E--2- ( (2, 3-v^ h^v'^-A') ^/M-*^) -3- 
10 {A-t^tV? ^~)V7.;Vfc~)VT % /) 
H P L C{!fM#Bf (#) : 4.21 ; 
Mass x — * : 494 (M+H) + c 

^Jfi^Jl 7 (46) 

15 6 --fv^— 2 - ( (4-^^/^7 3i^/U) ^^vM-drvO -3- (4— p< 

H P L C{&WV%m (#) : 4.43 ; 
Mass ^f— $ : 462 (M+H) + e 

20 Ml 7 (4 7) 

6-7'n^-2- ( (4- ( 1 - .?< ^vwn^vu) 7x^;U) ^^•/^^v') 

-3- (4-^f;U7s=^/L'*=^7 5/ ) fc°7v^ 
H P L CfiMWIW (#) : 4.50 ; 
Mass x — ^ : 476 (M+H) + 0 

25 

mmmi 7 (4 8) 
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6-^o*-2- ( (4- (l, l— i^^^/uz^^/u) y **$->v3r 
**/) -3- {4-**f-;V7 ^~;\s*;\s-fc^;isT K /) 
H P L C&ftmm (ft) : 4.55 ; 
Mass T'—f : 490 (M+H) + „ 

5 

mmmi 7 (4 9) 

6-^P^-2- ( (1, 3-v ? ^-=Sr^^y^-4-^/U) t^JVJr**/) 
-3- (4-^Wi-;^/^-/vr^;) fc'^v^ 
HPLCW^ (ft) :419; 
10 Mass -7"'— ^ : 478 (M+H) + G 

^Jfctfl! 17 (50) 

6-!/n^r-2- ( (1, 3-^^lM>'^-5--f/l') ^^/^^f-v^) 
-3- (4 - 7< f ;i/7x=;^;u*^;u7 $ /) f^v^ 
15 HPLCMBIPbI (^) :4.17; 
Mass "f—? : 478 (M+H) + 0 

mmmi 7 (5 d 

6-^p*-2- ( (4-^na7x^/U) ^^vM-drvO -3— (4— ^ 

HPLC^ffl (^) :4.34; 
Mass *f—$ : 468 (M+H) + c 

mmm n (52) 

25 6 2 - ( (4-^< h^rv^^ — yu) ^/M"^^) -3- (4- 
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HPLC^MI (#) :4.22; 
Mass ^f—Z : 464 (M+H) + 0 

»j 17 (53) 

5 6 -/n^t- 2 - ( (4-MJ7;^n^f^7i^) ^vU^i/) - 
3- ( 4 - ^ =5-)V~7 z^>V7.jVfc=z.;VT ^ / ) fc°7v^ 
H P L C»^W (#) : 4.35 ; 
Mass X — * : 502 (M+H) + c 

10 2IJ6#J 17 (54) 

6-70^-2- ( (t7^uy-2-^/l/) p<^/U^-^^) -3- (4- 

H P L C«^WI (#) : 4.41 ; 
Mass "T—? : 484 (M+H) + c 

15 

mxm 17 (55) 

6-^n-e-2- ( (2, 5-^ h^i/7x=^) *?7l/;*-*V) -3- 

HPLCft^ (#) :4.22; 
20 Ma s s*f—9 : 494 (M+H) + 0 

3U£#J 17 (56) 

6-^a^E--2- ( (3, 5 b^-is? ff-jVUr^r*/) -3- 

(4-^^/uy^^/u^/U7is^jUT ^y) fcfyv 5 ^ 

25 HPLC^MI (5^) :4.22; 
Mass X — ^ : 494 (M+H) + 0 
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mmmi 7 (5 7) 

6 -^D^- 2 - ( (2, d D^cn^/P) ^^/U^-^v^) -3 - (4 

5 HPLC^ffl :4.43; 
Ma s s-r — ? : 502 (M+H) + „ 

HlffiM 17 (58) 

6-^n^--2- ((2, 4-^on7^=^) * ^AoJ-^V) -3 - (4 
10 ->f;l/7x=/^M=;U7^) 
H P L C®gf#fWl (#) : 4.45 ; 
Ma s sf^^ : 502 (M+H) + 0 

mmmi 7 (5 9) 

15 6 -7n^- 2 - ((2, 5-^ud7i^) ^fvM-^vO -3- (4 

H P L C^B#Pb1 (#) : 4.43 ; 
Mas s 7 s —? : 502 (M+H) + „ 

20 3IJ£0«J 17(60) 

6 -Zfv^— 2 - ((2, 6-^nn7j:^) -3- (4 

H P L C^^^ (#) : 4.45 ; 
Mas s : 502(M+H) + o 

25 

^ifeM 17 (61) 
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6-^0^-2- ( (3, 4-^nn7x=/l/) tT'A'ttl') -3 - (4 

H P L C&nmffl (#) : 4.43 ; 
Mass "7—9 : 502 (M+H) + 0 

5 

mmmi 7 (6 2) 

6 -y n^e— 2 - ( (4 -7^^;vy^~ /U) t^f-ivOr^^A -3- (4 — 

H P L C&Wtifm (#) : 4.50 ; 
10 Ma s sx— 9 :510(M+H) + o 

mmmi 7 (6 3) 

6-^0^-2- ( {3-7^y^-W7x.=-M ^/l^^ri/) -3- (4 
- ^ f /i/7 x =/U7/u*=;w7 $ ; ) t^v^V 
15 H P L CfiHWffl (#) : 4.46 ; 
Mass * : 526 (M+H) + „ 

##0»J 1 2 




20 lT'^itbTc-fb-a-^ (4) (l.Og) ©^W^**'>K (1 

OmL) ffiffltttC* hyx^7 5> (0.948m L) . 2- (hV^^^V 
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>V) ;—)V (0.487m L) % ^np^ ( HJJ ~7 ^~/U7is*7 4 ^) 

s<7i/VJ» (n) (9 6mg) $rl(S^tg.-eAP^fc 0 SJ«Sr-^fbJ^it#ffl 

nbfttcffim*i?7 t ?-sl>'X^*>' K (30mL) ~C 3 UK fh7tKB7 
5 7> (3 0mL) T*3|sL Sfrfb^l'V (3 0mL) T* 3 \E\mik&.ft L, & 
*U ffr£4fc (5) (1.03 g) &#fc„ 

###J 1 3 



10 #^J12T«tfcft^ (5) (500mg) (D7f7tKo77y 
(5mL) illH, lM7Mtr h^^W^^^ACf h7 t Kn 
7 7 ( 5 m L) «:M-eJn^.fe„ RJESM^IfeSrMT? 1 H*fWH*# Lfc 0 

SifiLfco &e>*bfc#JI&S:f l h7 t Ko75^ (2 0mL) T« 
3HI, O^N&^t" h7t Ko^^fE"^ (1:2) (2 OmL) T* 3 HI, 
15 TKi:^ b7t Ko7?ytt*« (1 : 2) (20mL) f3|H, fh7tK 
077> (2 OmL) T* 3 HU JIMb^ (2 OmL) "C 3 HJHH^gfe^ L, 

ig*&L, il&m (6) (4 9 0mg) £#7c 0 

Hlfe^J 1 8 

20 6- fc KnTif 1 --f^) U/Utf^/U- 2 - ( 

->rAO ^/M-^rv') -3- (4-^^7i'7^^^/^^=/V'T5 y) tr 
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#%#J 1 3 X*gm \stz.\\L&m (6) (4 9 0mg) <DN, N-v^^/W* 
/l/A7^ K (5mL) ^M^-> 7j>*f-<y (0.186mL) , N, N-v 5 
5 /f yT'a t>xf 5 ^ (0.575m L) „ )V$rvi ft^-fc^m. *<lsi/ 

(8 5 9m g ) &mwax.rz a s^^^M-e4B#r B m#bfc 0 sjss 

^fc^ifiUfco #^nfc^<7)N, N-v^^f/^AT? K (5mL) 
MMfcfcU TK^tr^JJ^V (0.186mL) „ N, N-v 5 ^ y/n t'/l/xf /U7 

10 (0.575m L) „ ^Mh^/l^a ftXft^Efc h !J 7/ — A/— 1 — >f 

h V X (fa^v?;) **t}n=£A (8 5 9mg) £Mfi#; 
jUllfcfc. Sf5Sl^^jlt*l6l$FWtfco RJ&iS^&^iSLfco # 
btLfcttMB&N, N-^f/WATU' (20mL) T-5HK Jfrffc*^ 
l/V (2 0mL) T*5lE]i!5t#L/Co 5 0% h U 7;Wtoit<D 1 , 2 — 5?* 

15 an^*^igtt0>tf;*>!9fc, 5 0% h V y/^^m^mt^^^^m^: 

/awc, #e>^yt«flg*mfi^i 4fcR«otftf^sru »T©»tti*tt 

Z>*&W4k&Vo (16 7mg) £#fc 0 

T L C : R f 0.66 (i? p o tJn/UA : / —;U= 10:1) ; 
NMR (d«-DMSO) : 6 8.57 (br, 1H), 8.49 (d, J=3.9Hz„ 1H), 7.65 (d, J=7.8Hz, 2H), 
20 7.34 (m, 3H), 6.92 (d, J=7.8Hz, 2H), 5.26 (s, 2H), 3.49 (m, 4H), 2.37 (s, 3H), 1.60 
(m, 4H), 1.41 (m, 4H)„ 
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HPLC«f B 1 (^) :3.22; 

Mass x — 9 : 963 (2M+H) + , 482 (M+H) + D 

mw,m is (i) ~i8 (77) 
mmm u (d 

10 -3- ? /) t'^v 5 ^ 

H P L CfiMWIW (#) : 3.26 ; 
Mass "f—$ : 907 (2M+H) + , 454 (M+H) + c 

|US0iJl 8 (2) 

15 6— is? o^yW ^ J XfriR—JV- 2- ( (t B U^-3->f/l') 
/W^vO -3- (4 - >f;l/7x=/^;U*^7 5 /) t°7^^ 
HP LC^fS^ (#) : 3.33 ; 
Mass V s — 9 : 935 (2M+H) + , 468 (M+H) + 0 

20 Hi£M 18 ( 3 ) 

6 — a^df-V/UT 5: 2 - ( (tf U v^- 3 — < /V) 
jvjsr**/) -3- (4-^f;^7x= /^/UTfxzi/ur ^ /) f^v^ 
H P L CGM$B#|?S! (#) : 3.40 ; 
Mass X — ^ : 963 (2M+H) + , 482 (M+H) + c 

25 

mmmi s (4) 



268 



WO 2004/007472 



T/JP2003/008654 



6 - ( 5 ^vwf y^r^-y-y—^- 3 — r/v)7?; /u- 2 - ( ( t° 

y v>v- 3 --f /u) ^W^fv/) —3- (4 — ^^yu^^— yu^/UJ^— 

H P L C^^F^ (#) : 3.36 ; 
5 Mass *f—# : 961 (2M+H)\ 481 (M+H) + D 

mmmi s (5) 

6- y v 5 ^- 1 --r^) #/wtf=/i"-2- ( (t*y >>v- 3 —jm 

**f-J^**i/) -3- (4-^^^^=/^/^-^T^ /) ^7v^> 
10 HPLCWftl (^) : 3.18 ; 

Mass : 907 (2M+H) + , 454 (M+H) + „ 

WJ1 8 (6) 

6- (3 -t Kodri/t'a y 1 T^) ^7/^=/^-2- ( (tlv? 

15 ^-3-^T^) ^W^f-» -3— (4-^f;V7i-/l/^/^=^7^ 

H P L C&ftf&m (ft) : 3.07 ; 

Mass : 939 (2M+H) + , 470 (M+H) + c 

20 18 ( 7 ) 

6- (1, 3-f7/!Jy-2-^) 7?/^^-2- ( (t'yv? 
^-3--T/W ptfvM-drv') -3- (4- t^fVy ^=-fV7.>Vfo=.>\s-T % 

H P L CQkWmm (ft) : 3.14 ; 
25 Mass — 5 : 969 (2M+H) + , 485 (M+H) + „ 
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mmmi 8 (8) 

6- ( (fb7t Kn77y~ 2 -4 M * =f-M T % J -ft A/i$z=.)V— 2 — 
( — <M tf-JVJr**/} -3- (4 - >^7x^;^;k 

5 HPLCftiWW (#) :3.20; 

Mass 7*—* : 967 (2M+H) + , 484 (M+H) + 0 



8 (9) 

6- (4 - ^f;l/^7^^- 1 -4 ^) # Art—As— 2- ( (fc'yv^- 
10 T^/Vo^f) -3— (4-^fA'7*-^A'*=A'r ^ /) 

If7^ 

HPLCGMSWel (#) :3.01; 

Mass 7 s — ^ : 965 (2M+H) + , 483 (M+H) + c 

15 mmmi 8 (1 o) 

6- (^-/u^y^-4 — f/u) $/U7$~/is-2- ( (t°y ^V- 3->f/U) 
^^vM^i/) -3- (4-^f^7x^7^^r5;) f^v^ 
HPLC^M (5» : 3.14 ; 
Mass X — ^ : 939 (2M+H) + , 470 (M+H) + „ 

20 

mmm is (id 

6- i^-^/^V is- 4-4 M 7J^#^^-2- ( (fc° V Z?y— 3 —4 
)V) ^f^t^rv') -3- (4-^f/l'7x^^;^^l/7 ^ J) fc^v 5 

25 HPLCWFbI (^) : 3.25 ; 

Mass x — * : 971 (2M+H) + , 486 (M+H) + „ 
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mmmi 8(12) 

6- (t°y ( (t°yv?v-3 — r 

/w) ^^/v^-^v) -3- (4-^Ws=;^;^-^7 5 /) tf^i^ 

5 ^ 

HPLCflM^BtEii (#) :3.09; 

Mass "f—$ : 953 (2M+H) + , 477 (M+H) + „ 

£%0J 18 (13) 

10 6- (fc°y v^-4 --C/W) T^/^/^^/u- 2- ( (fc-yv^-S— f 
M ^f/ut^rv') -3- ( 4 - ^ f 1 n/u^;!/* ^^7 ^ / ) 

HPLCtfM#B3f H 1 (#) :3.10; 
Mass 7 s — * : 477 (M+H) + 0 

15 

nasm 8d4) 

6- (1, 1 -v^ ^vU^/W) 7^/^^-2- ( (t°yv?>--3 
— <M Hf-AsUr*?*/') -3- (4 - *=f-)V7 zc—jv^jvib^jvT ^ /) fc° 

7^ 

20 HP LC^BtFal (#) : 3.32 ; 
Mass $ : 456 (M+H) + Q 

mmm is (15) 

6- (1, 2 — v 5 ^ ^jv-fu tf/u) r^y^/^^/u-2- ( (fy^y- 

25 3-^/1^) ^f/l't^v') -3 - (4-y^y^7^c— /I^X/Ms—Zl'T^ /) 
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HPLCflMWIH (#) :3.36; 

Mass 9 : 939 (2M+H) + , 470 (M+H) + 0 

WSm 18(16) 

5 6- (1 2 — * b^ris^T-M T X S j3JVi$~>\,- 2 - ( (k°!i 

v^-3 — fM tf-flsHr^s) -3- (4 — ^f;U7x-;^;i'*--'i'7 

HPLCft^ (#) :3.20; 

Mass X — ^ : 943 (2M+H) + , 472 (M+H) + c 

10 

Hi£0iJ 18(17) 

6- (1, T% / %>V7$^;V-2- ( (fc'yv^-3 

-j/v) t^-jvJr^ri/} —3- (4-^f;i/7x-;^M^T 5 /) fcf 

15 HPLCftj^W (^) :3.47; 

Mass T'— 9 : 967 (2M+H) + , 484 (M+H) + 0 



HJSM 18 (18) 

6- (1 -tf-As-fn \?>V) T^y X/UtS^/U- 2 - ( (tfy^^-3-^ 
20 /^) ^f^t^S/) -3- (4-^Wi-/^;l'*^r5;) t°7v? 

HPLCWFbI (#) : 3.31 ; 

Mass — $ : 911 (2M+H) + , 456 (M+H) + „ 

25 mmm is (19) 

6 - ( 1 -cn^-yu^a tVu) T ^ 7 2 - ( (t° U 3 — ( 



272 



WO 2004/007472 



T/JP2003/008654 



H P L CGmftm (ft) : 3.36 ; 

Mass x — 9 : 939 (2M+H) + , 470 (M+H) + „ 

5 

mnmi s (20 

6- d-^^/uzf^-M 7-;y^^-2- ( (try 3 -> fyvo 

y^/M-^v') -3— ( 4 - ^ f ;W7 1^^^^*-^7 ^ /) t°7^ 
HPLCWI (#) :3.40; 
10 Mass V s ' — 9 : 939 (2M+H) + , 470 (M+H) + c 



•$mm is (2D 

6- (2, 2-^^^7*0 1:'^) T % J U >Vi£z=.)V- 1 - ( (fc'yv^- 
y^/M-dr-ix) -3— (4-^f/l'7i-/^;^^7 5/ ) 

15 t°7v>^ 

HPLC^K (#) :3.36; 

Mas S7*~9 : 939 (2M+H) + , 470 (M+H) + „ 

mmm is (22) 

20 6- (2-tKo=>r^7 , nt» 7$y*^^-2- ( 

— r/U) yf/Ut^rv') -3- (4-yf;>7i=;U7;^=^75;) t° 

HPL C^B^ (ft) : 3.09 ; 

Mass y*—9 : 915 (2M+H) + , 458 (M+H) + 0 

25 

Hli60iJ 18 (23) 
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M M-AsHr*t 9 » -3- U-^/i^^^/i^/wfr— >vr% y) tr^s? 

H P L CfiMWW (#) : 3.29 ; 
5 Mass : 911 (2M+H) + , 456 (M+H) + 0 

mmm is (24) 

6- T %S *U\stS=.;V-2- ( (t°!i v 5 ^— 3 —4 

/U) -3- ( 4 - ^ f * 5 7 ) t°7^ 

10 >- 

HPLCWi (#) : 3.16 ; 

Mass x — 9 : 891 (2M+H) + , 446 (M+H) + „ 

mi&mi 8 (25) 

15 6- (2-r± s f-/^r^y^'f-M 7^;*/v^-2- ( (t-y^^- 

3— 4 A?) ^f;l/t^rv') -3- (4-^f^7i^;^/^^7^y) 
t'7 V 5 ^ 

H P L C^NfFbI (#) : 3.09 ; 

Mass V s —? : 969 (2M+H) + , 485 (M+H) + e 

20 

nmm is (26) 

6- 7>y^;U^-2- ( ( fc° U v^- 3 -> f 

/w) ^f/ut^v') -3- (4-^^u7oi^yUX/U*;^/ur^y) f^v* 

25 HPLCWftl (^) : 3.16 ; 

Mass "T — ? : 915 (2M+H)\ 458 (M+H) + D 
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^1 8 (2 7) 

vO -3- (4— ^^-;vy s.^/v^jv^.z=. ;\sT% J) 
5 HPLC^ffl :3.42; 

Mass x — 9 : 939 (2M+H) + , 470 (M+H) + D 

mmm is (28) 

6 -S^^T 5 2- ( (t°y i^- 3 ->f/u-) ^^-/^^ 
10 iX) -3— (4— ^f;l/7x-/^^*=- 5 /) t°7^^ 
H P L C&Wtifffl (#) : 3.12 ; 
Mass *f—$ : 855 (2M+H) + , 428 (M+H) + c , 

HJg^iJ 18 (29) 

is 6-^xf/wr^*/^/w-2- ( (try ^v- 3 — /u) ^a-^ 

-3- (4-^f^7i^M^7^) 
H P L C{5jM$B#ftH (#) : 3.25 ; 
Mass 7 s — 9 : 911 (2M+H) + , 456 (M+H) + D 

20 mmmi 8 o o) 

6- (N-^^yW-N-^a \?)VT ^ /) tf/M?—/!'- 2 - ( (tfUv 5 ^- 
3--Y/W ^f/l't^-v') -3 - (4-^f/l'7i^/^;^^7$/) 

HPLC«^ (^) :3.27; 
25 Mass x — ^ : 911 (2M+H) + , 456 (M+H) + 0 
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mmm is ( 3 1 ) 

-3- *^)\s-7 ^=-)V7.)Vfc^)VT 5; /) f7^ 

HPLC^FbI (#) : 3.41 ; 
5 Mass -r — * : 967 (2M+H) + , 484 (M+H) + 0 

^JSM 18 (32) 

-3- (4-^W I ^/^M=/l'75;) fc^v^ 
10 HPLC^^FhI (#) : 3.32 ; 

Mass 7*— ^ : 911 (2M+H) + , 456 (M+H) + 0 

mmm is (33) 

6-3i^uT5: y #/U7$~/u- 2- ( (t°y v^^-3 — <;V) t^/uttiy) 
15 -3- (4-^f/U7i^/^^*-^7 5/ ) 
HPLCWFbI (#) : 3.16 ; 
Mass : 855 (2M+H) + , 428 (M+H) + 0 

mmmi s (3 4) 

20 6- #/WJ?:^-2- ( (fcfUv 5 

^-3-^yW) y ^vl^^ri') -3- ( 4 - ^ x ^/l/^;U*^;l/7 5 

H P L C^B#^ (#) : 3.09 ; 

Mass y*— ? : 967 (2M+H) + , 484 (M+H) + Q 

25 

mmm is (35) 
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6- (N-^? L A'-N- (2->f/^o^) 75/) #;i'7$—/u- 2 - 
( p^/M^v') -3- (4-^f^7x^M/u 

7fr=/U7 5/) lf7^V 

(#) : 3.31 ; 
5 Mass 7*— * : 939 (2M+H) + , 470 (M+H) + „ 

mt&m 18 (36) 

6- (N-^f;u-N-^yW^) 2 - ( (t°Uv>^- 

3-^/W) -3 - (4-^f^7x=/W;l/*^r^;) 

10 

H P L CflHWfW (#) : 3.44 ; 

Mass -r — ^ : 967 (2M+H) + , 484 (M+H) + D 

18 (37) 

15 6- (N-p^/W-N- (l-^^/^^/l^) 75/) 2 - ( (fc° 

y v 5 ^- 3 —- t^-AsUr*?**/} -3- (4-/^^^3i=/U^/U^^^ 
75/) 

H P L CflM$H#P4! (#) : 3.25 ; 

Mass 7 s — & : 911 (2M+H) + , 456(M+H) + „ 

20 

mmm is os) 

6- (1 -/^vt^fvi^) 7 5/ ^/^^-2- ( — f/W 
/f/^=3rv') —3- (4-/W*= ;^;l/*^/l/7 5 /) 
H P L C««rl^ra (#) : 3.23 ; 
25 Mass 7*— 9 : 883 (2M+H) + , 442 (M+H) + D 



277 



WO 2004/007472 




T/JP2003/008654 



MM® 18 (39) 

6- (^7/^-3-^^) 7^y^-^- 2 - ( (t'!)^-3- 
-f/i-') ;>< ^/w^v-) -3- ( 4 - ^ f x 5 y ) fc°7 

5 HP LCflM3W*1 (#) : 3.18 ; 

Mass y*— * : 931 (2M+H) + , 466 (M+H) + „ 

mmmi 8 (4 o) 

6- (1, 2, 3, 6 -=r Y=7 t Kb t°U 1 -^/W) #/Wi?— 2 

10 - ( (t°y v^-3 — t^-jvir**/) -3- (4-^^/1-7*^/^ 

H P L CGM^FbI (#) : 3.27 ; 

Mass ? : 931 (2M+H) + , 466 (M+H) + 0 

15 mmmi 8 (4 d 

6- (t'y$^y-4-^/i/) r>/*/i/^-2- ( (t-pv^-s- 

-Y/l") fvl'^v') -3- (4-^^/l^7 3i^/^/^^/^T^/) k°7 

h p l c&nmm (#) : 3.22 ; 

20 Mass 7*— * : 933 (2M+H) + , 478 (M+H) + D 
Hi£#Jl 8 (4 2) 

6- ( (1R) - 1 -t Ka^ri/^f;W-2-^f/W7"P \?A>) T^Jtt^ 
Ttf^/U-2- ( (t°y v^- 3 --T/W ^W=5r^) -3- (4 — ^tVI' 
25 ^^^/^^./U^zi/WT^ / ) 

H P L C^NfFbT (#) : 3.22 ; 
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Mass — 9 : 971 (2M+H) + , 486 (M+H) + e 

mi&mi 8 (4 3) 

6- ( (1R) - 1 - ^ f /I'- 2 - t K □ ^i/xf ;>) 75/^=^- 
5 2- ( ^f/Wt^^) -3- (4-^f/W7x^ 

HPL CftftttlHI (#) : 3.11 ; 

Mass "f— $ : 915 (2M+H) + , 458 (M+H) + 0 

10 HifctfU 8 (4 4) 

6— (N— m^/i— N- (2-kKD+v'xf;U7 5/ ) ^7/^=^-2- 
( v^V- 3--Y/U) ^fvl'^v') -3- (4-^^/U-^^^^^/^ 

HPL C&W&fffl (#) : 3.01 ; 
15 Mass : 943 (2M+H) + , 472 (M+H) + G 

H»U 8 (4 5) 

6- (3-t'ny=/V-l-/f/V) #/M?~/l^-2- ( (t°yv?^-3— f 
/l") ^f/l't^V) -3- (4-^f/U7i=/W/^^/V7; /) t°7^ 
20 >- 

HPLCWi (#) : 3.18 ; 

Mass ^ : 903 (2M+H) + , 452 (M+H) + c 

HJfcMl 8 (4 6) 

25 6-(2 — t Kn ^rv/^ f ;l/^n P 1 --Y^) 2 - ( (f 

f/l') y^vM-^v') -3- (4 -y^^^ 7 ^^/^/^— A* 
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HP LCG^BtPal (#) : 3.11 ; 

Mass * : 967 (2M+H) + , 484 (M+H) + e 

5 18 (47) 

6- (2-^f/H:^y^-l-^^) #/t^~/U- 2 - ( (fy^y- 
3 — f/W) ^ fvl^^v') -3- (4— ^f^xs^/l'*^/ 5 /) 

H P L C^l^ra (#) : 3.33 ; 
10 Mass X— * : 963 (2M+H) + , 482 (M+H) + 0 

^jffiM 18 (48) 

6- (3 -^^/Wtr^y v^- 1 --Y/W) ^77U/j<— yU- 2 - ( (k'Dv'y- 
3-^T/W) ^^V^^vO -3- (4 — ^f/U7x^7/U*= /PT 5 /) 

15 

H P L C»«Fl^ra (#) : 3.33 ; 

Mass X — * : 963 (2M+H) + , 482 (M+H) + c 

HlMl 8 (4 9) 

20 6- (4-^W'<!Jv ! y-l — f/^) ^7/U#— /U- 2 - ( (kl^y- 
3 — <M t^^Or**/) -3- (4 — ^^/U^^^/^/^^/^T^ J) 

HPLCftjt^ (#) :3.36; 

Mass ^ : 963 (2M+H) + , 482 (M+H) + 0 

25 

33ffi0i| 18 (50) 
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6- (1, l-^f/^Ot» 75/^^-2- ( (fc'U^V- 

3— <)V) t^-jv**^) -3- (4-^f/U7i^W/^^7^) 

h p l c&mmm (#) 3.39 ; 

5 Mass x — ^ : 939 (2M+H) + , 470 (M+H) + 0 

Hffiiftl 18 (51) 

6- (1-t Ko^i/^f^ot'^^y) #/U#~^-2- ( (fc'yv* 
^-3--Y/l^) ^/^^vO -3- (4-^f;V7x-/^^*-/I/7 5: 
10 /) 

H P L CfiMWIW (#) : 3.16 ; 

Mass x— ^ : 943 (2M+H) + , 472 (M+H) + „ 

3U£0iJl 8 (5 2) 

15 6- (2-^f/V7*f^7$;) U;Vi$=.)V- 2 - ( (t°yv>V-3 — 
^f/i/t^V) -3- (4-^Wi=;^*=;i'75y) fc'^v^ 
H P L C{fcffR#P B 1 (#) : 3.38 ; 
Mass X — ^ : 939 (2M+H) + , 470 (M+H) + e 

20 %WSA 18 (53) 

6- (2-v?^f/U7^if/U) 7%S*>J^i$~^-1- ( 

3 — f/l") ^f/l/t^r^) -3- ( 4 - ^ r^7 x ^/^/U*=/l/7 5 7 ) 

H P L CfiHWBB (#) : 3.00 ; 
25 Mass x— ^ : 941 (2M+H) + , 471 (M+H) + 0 
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mmm is (54) 

6- (2-tKo#v'xf/U) / %JVT$~;v-2- ( (fcTlJv?V-3- 
-Ol") ^V^^vO -3- (4-^f^7x= /KX/Usfr—^T 5 /) fc°7 

5 HPLC^II (^) :3.07; 

Mas s X — ^ : 887 (2M+H) + , 444 (M+H) + 0 

mtfom is (55) 

6- (2-7 , nt'=/U) T ^ tf/M^/l'- 2 - ( (fy v^y- 
10 ff-JVJr**/) -3- (4 -y^/P^^^^/^^/V'T ^ /) bf^^V 
H P L C««F«fW (#) : 3.22 ; 
Mass "T — # : 875 (2M+H) + , 438 (M+H) + „ 

mmm is (56) 

15 6- (2 -t°d-^/u) 7^;;*/^i'-2- ( (fy v^v-3— f/w) 

y^/V^-^rv') -3- (4-^f/U7i=;^^^7?;) fc°^^ 

H P L C^NfK (#) : 3.22 ; 

Ma s sf-^ : 879 (2M+H) + , 440 (M+H) + e 

20 nmm is (57) 

6- 757^/^^-2- ( (t°y i?^- 3 -*/l") 

^f^t^rv') -3- (4-*?-jV>7 x.~;V7.;V7is=.;VT % /) f^v^ 
HPLCWFI (#) :3.40; 
Mas sx~* : 939 (2M+H) + , 470 (M+H) + c 

25 

18 (58) 
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6- (3-^f;w7 5//nt» 7^*;^^-2- ( 

^f/l/t=3rv') - 3- (4-^f;l/7x^;^/^^7 5/ ) 

H P L Cfiy^l^ra (#) : 3.01 ; 
5 Mass : 969 (2M+H) + , 485 (M+H) + 0 

mmm is (59) 

6- (3 -31 h^ix^n t°/u) 7^;*/^;u-2- ( 
Jsu) tftX'itr^s) -3- (4-7 ^vu:7 ;U7fr^/UT 5 7 ) ify 

10 5?^ 

HPLCft^ffl (#) : 3.23 ; 

Mass "7 s ' — ^ : 971 (2M+H) + , 486 (M+H) + „ 

HiSffll 18 (60) 

15 6-^v'/l'7 5yi;/^^-2- ( — (M *^-)V***r 
iX) -3- (4-^f;l/7x^/^^7^) t^v 5 ^ 
HPLC««f«ffl (#) : 3.51 ; 
Mass : 967 (2M+H) + , 484 (M+H) + „ 

20 mmm is (6D 

6- (N, N-tf* (2-^n^<=/U) T5 7) tf/M^/l'- 2 - ( (t'U 
v J V-3--f^) ^fv^-^vO -3- (4 f/U7 jc=/I^yWft=/l^T 

H P L CfiyWW (#) : 3.35 ; 
25 Mas s : 959 (2M+H) + , 480 (M+H) + „ 
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nmmi 8 (6 2) 

6- (N-^f^-N-^f/U7^;) Jjj\s^=ljU- 2 - ( (t°yv?^-3 
-^AO ^/M-^ri/) -3- (4-^f/U7x=;M;l'*-;l'75y) e 

5 HP L Ci&m&fm (#) : 3.34 ; 

Mass ? : 939 (2M+H) + , 470 (M+H) + e 

nmmi 8 (6 3) 

6- (N-^/W-N-^A-T^ /) #/M?~A-2- ( (trUv?V-3 
10 — >f/U) ^f/mv^) -3- (4-^f/l'7x-;l/7/^^;l/75;) t° 

H P L C^^fFhI (#) : 3.42 ; 

Ma s sx — ^ : 967 (2M+H) + , 484 (M+H) + 0 

15 HJSMl 8 (6 4) 

6- (N-^f^-N-tKo^75/) #/M?~/U-2- ( (t'yv?y 
-3 — fA) ^/V^^vO -3 - ( 4 - ^ f x =/W7 5 7 ) 

H P L CfiHWIHI (#) : 3.11 ; 
20 Mass V s — ? : 859 (2M+H) + , 430 (M+H) + c 

»1 8 (6 5) 

6- (3 tvu) r^y^^^/i— 2- ( (t'y^v-s- 

-Y/W ^f/l't^^) -3- (4-^f^7x=;^;i'*^TU) k°7 
25 i?y 

H P L C^^fFbI (#) : 3.16 ; 
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Mass 9 : 943 (2M+H) + , 472 (M+H) + 0 

mmmi 8 (6 6) 

6- (N — "T'/l'— N — (2-^f/U7^/^f^757) 
5 2- ( <M t^JV***/) -3- (4-^f/U7i^ 

*/Wfc=/i'7 5 /) Myitis 
H P L CfiHWfKI (#) : 3.00 ; 
Mass "f—9 : 969 (2M+H) + , 485 (M+H) + 0 

10 nmmi 8 (6 7) 

6- (N-^fVl'-N- (1 — ( ?*^vWac^vU') 75/) /U- 2 - ( (fc° 

!)i?y-3-'f^) /^/t^^rO —3- (4-yf-;l'7x= /U^/UT^n/U 
757) fc'^v 5 ^ 
HPLCftHUBa (^) : 3.31 ; 
15 Mass y £ ~ — 9 : 939 (2M+H) + , 470 (M+H) + „ 

mmm is (68) 

6- (N — (1-t Kodfi/xf/i/) -N- (1 ^/UJi^/U) 75/) 
#,^-,^-2- ( (t°D 3 — T/W) y^/l'^v') -3- (4-^ 

20 f/I/7i=/^/l/*-/V7 5/) fc^v*:/ 
HPLCWPbI (^) :3.05; 
Mass — 9 : 971 (2M+H) + , 486 (M+H) + D 

mmmi 8(69) 

25 6- ( (IS) -1-t Ko^V/f/l'-2-7^7 , otVU) 75/*^ 
#~/U-2- ( (fjl ^-3-^/tO y^/W^iX) -3- (4-7^/W 
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HPLC{%m%m (ft) :3.20; 

Mass x — 9 : 971 (2M+H) + , 486 (M+H) + c 

5 HJ60iJ 18 (70) 

6- ( (2R) - 2-fc Kadf^f ;nfn y l — f/u-) 

-2- ( (fc o y^>-3 — f/U) ^fvl'^v') -3- (4-^^/1^^^ = 

HPLCft^ (#) :3.12; 
10 Mass X — ^ : 967 (2M+H) + , 484 (M+H) + c 

mmm is (71) 

6- ( (2R) -2-tKo^i/7'PtVH 7 5 2- ( (t° 
U 3 — 4 ;v) t^jvir^i/} -3- (4 - 

15 75/) t^v^ 

HPLC^fl (#) : 3.11 ; 

Ma s s T'—9 : 915 (2M+H) + , 458 (M+H) + 0 

mmmi s (7 2) 

20 6- ( (2 S) -2-kKDdrv'7°ntVU) 7^*;^-^-2- ( (t° 
})i?^-3 — f/wO ^^vl'^v') -3- (4 -t^jV? ^~>V7,)Vi£~}V 

HPLC^UFbI (^) : 3.11 ; 

Ma s 9 : 915(2M+H) + ,458(M+H) + 0 

25 

mmmi 8(73) 
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6- (N-xf/v-N-^w^y) %/ut$~/u- 2- ( 

--Y/W) ^W^i/) -3- (4 -^f/l'?!^/^^? y ) t° 

HPLC^K (#) : 3.18 ; 
5 Mass =f—$ : 883 (2M+H) + , 442 (M+H) + 0 

18 (74) 

6- (2. 2, 2, h y /u) 75;*;^^-2- ( (try 

v 5 :/- 3 --f /W) ^f/l't^^) -3- (4-y^7x=/^/^=^7 
10 5/) n'y^> 

HPL C^NfPBl (#) : 3.33 ; 

Mass : 963 (2M+H) + , 482 (M+H) + „ 

mmm is (75) 

15 6- (N- -N-^o t°/UT ^ / ) #/U3|?~/l'- 

2- ( (t°y v^- 3--T/U-) /^/^^vO -3- (4 ^-/W^cc^/U 
^/U7i>^/UT^y) If 9^ 
HPL CifcJWP^ (#) : 3.05 ; 
Mass 7 s — $ : 971 (2M+H) + , 486 (M+H) + 0 

20 

mmm is (76) 

6- (N-^^/U-N- (2-/ h^Vcc^vU) 75/) #/M^/U- 2- 
( (t°y^>--3 — f/U) /^/W^vO -3- (4-/ f;l/7i=;^^ 
Tfcn/KT^y) f^v^ 
25 HPLC«F B 1 (5)) :3.16; 

Mass : 943 (2M+H) + , 472 (M+H) + 0 



287 



WO 2004/007472 



T/JP2003/008654 



mmm is (77) 

-3— (4— tf/vy x.~;v*;vfo~;vT 5 /) t°7^y 
5 HP LC{fcf#NM!SJ (#) :3.38; 

Mass 7='—* : 979 (2M+H) + , 490 (M+H) + ; 

NMR (ds-DMSO) : 6 11.60-11.20 (br, 1H), 9.10 (t, J=6.3Hz, 1H), 8.80 (s, 1H), 
8.56 (d, J=3.6Hz, 1H), 8.24 (s, 1H), 7.98 (dt, J=6.9, 1.8Hz, 1H), 7.89 (d, J=8.4Hz, 
2H), 7.45-7.08 (m, 8H), 5.61 (s, 2H), 4.48 (d, J=6.3Hz, 2H), 2.35 (s, 3H) Q 

10 

##M 1 4 



12^#©»U ft&m (7) £#fc 0 

^ii^J i 9 

6-t KpW ^vU- 2- ( ^f/Ut^rv') -3 




(7) 



288 



WO 2004/007472 [(j^ ^^CT/JP2003/008654 




##0U 4T^itb7 v c{k^ (7) (4 0 0mg) &2Mfrm<k*VmV 
f^ACf h7tKn77« (2mL) ^MT*7JPX.fc 0 K^SS^St 
^ja-C2B#P^m#U7t 0 E0£*l^£:6i®Lfc: 0 ntbtltcffim* * * J —As 
5 (3mL) T*5[H, fh7tKo77^ (3mL) T? 5 [hU 1, 2-v^n 
p^;/ (3mL) T*5|*lliI&&#LfcgK HJfeM 1 4 t HflftOtlfES: U 
«T©4W4«fcW^3#38Wfc^» (41mg) £#fc 0 
H P L C»«PII*IW (#) : 3.07 ; 
Mas s 7^ — : 773 (2M+H) + , 387 (M+H) + Q 

10 

mmm 2 o 

6-^^/1^-2- ( (fc°y v 5 ^- 3--f/^) t^f-frlT^y) -3- (4-7< 
f^7x=/^;^^7^7) t°7^^ 

1 1 "CiJJSUfcflS'd* (4) (3 0 0mg) OMtKt h7t Ka7 

15 ^ (5mD mmm^, u, 3 - ir* (-^^^^/^^^^y) t"d^ 

^] ^ xx n =. 5/ <7vw (n) ( 1 0 9 m g ) Sr^iS.^Bx.fCo KlSSS-a^S: 0 <C 
HHfr*PU 0.93M*te is V J* <0*T t Kn77« (1.11m 

#^nfc^fltSrp« (5mL) T*5H1. 7F7kKn77^ (5mL) 

20 T*5(U N 1, 2-v?^nox^y (3mL) T* 5 0MB?Sfc?fe# L7c&. H»J 

u^m^u &,r<ommu^-i-^^m^m (ioo mg ) 

289 



WO 2004/007472 



!T/JP2003/008654 



NMR (D 2 0 : CD 3 CN=55 : 45) : 6 8.50 (s, IK), 8.40 (d, J=5.0Hz, 1H), 7.89 (d, 
J=7.5Hz, IK), 7.70 (d, J=8.0Hz, 2H), 7.46 (s, 1H), 7.35 (dd, J=7.5, 5.0Hz, 1H), 7.22 
(d, J=8.0Hz, 2H), 5.29 (s, 2H), 2.26 (s, 3H), 2.19 (s, 3H) ; 
H P L CfiMWM (#) : 3.23 ; 
5 Mass x — * : 741 (2M+H) + , 371 (M+H) + 0 

1 5 

2- ( (3- 0< h^v^^/l^^ri/) ^W^r^) -3 - (N 

- (4 - ^f/l/?*-/^^*^^) — N— ( 2 - h U 7< ^"^^ U /Ujc^vU) 
10 bf7^^ 



n»!i3 (4) ■e»3fiufcft^* (i.3 g) &m^xm**m4kmft<DMfc 

«rU «T©«H44I4:W-r«aWfk*« (8 4 3mg) £#fc 0 
TLC : R f 0.75 (^^V : BMfc^/^ 1:1) ; 
15 NMR (d 6 -DMSO) : 5 8.25 (d, J=2.7Hz, IK), 8.16 (d, J=2.7Hz, 1H), 7.69 (d, 
J=8.1Hz, 2H), 7.35 (d, J=8.1Hz, 2H), 7.30 (t, J=7.5Hz, IK), 7.11 (s, 1H), 7.06 (d, 
J=7.5Hz, 1H), 6.99 (d, J=7.5Hz, 1H), 5.40 (s, 2H), 5.19 (s, 2H), 3.57-3.50 (m, 2H), 
3.36 (s, 3H), 2.38 (s, 3H), 0.50-0.43 (m, 2H), -0.14 (s, 9H)„ 
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#%M 1 6 

2- ( (3-tKn^7i^) -3- (N- (4-^ 

5 &3$Ml SX'Wmi-frik&m (8 2 0mg) SrBtgg (5.5mL) 

7K (5.5m L) ^)UPx.fc 0 SJ5Sa^*Sr9 0tX*3tifmffiW^ o &&m&to 

77^- (^#1^ : f^^/1^2 : 1) KioTttSIU e*TG>4M4Ht 
S:W-r5^M^#J (7 5 6mg) Sr#fc 0 
10 T L C : R f 0.34 (^^^ : g£&zc^vP= 1 : l) ; 

NMR (CDCb) : 6 8.25 (d, J=2.7Hz, 1H), 8.14 (d, J=2.7Hz, 1H), 7.69 (d, J=8.4Hz, 
2H), 7.36 (d, J=8.4Hz, 2H), 7.15 (t, J=8.1Hz, 1H), 6.85-6.82 (m, 2H), 6.75-6.72 (m, 
1H), 5.34 (s, 2H), 3.57-3.49 (m, 2H), 2.39 (s, 3H), 0.50-0.40 (m, 2H), -0.14 (s, 9H) D 

15 HJE0U2 1 

2- ( (3-31 hdF->7*=7U) ^/M^vO -3- (4-^f^7x^ 

#%#Jl 6-C*i!iitbfc^^l (30mg) ©f h7t Kp77^ (2mL) 
mSL\^ 0°CX*^9S— >\s (0.011m L) , *K V -v— h • MJ7x^* 
20 (1.34mm o 1 / g „ 14 3mg) „ 4 

/UX-X^JW h/U^^fgm (0.087m L) &fflfcMx.ft 0 RjC&JB^IfeSr^at? 

^ (lmL) T^bfc„ ^*5<t^#^%^Ufc 0 S^SRl:5N*K 

a^- h y *A7k^$j (lmD ^d^t, M-C3 o^reat^uyt. 

25 ittltt (lmL) SrJ!JP^7c^. ^d*;^ (3mL) T 2 [eiatfci L7c„ 

mmm*mm^y*^v&'?ftjMii^ mm^tc 0 nh^ttmt (2 3m g ) 
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(DrF7t Kn77^ (1.5m L) 1.0M7 y{fc? h fff-A/T 

!>^fh7tKP77^ (0.106mL) &MZ.tc„ SfSfi^* 
1 7B*MJ««'Ufc. RlCSa^ft^TK (1.5m L) *nX.tz.'<k, ?an*;uj» (3 
mL) 2 Ettffl US:. iW^tv^^^^f$yiL, «*gU £AT 
5 ©«j<4««:Wi-S««^4* (17mg) Sr#fc 0 

TLC : R f 0.73 (^i7"V : ffc^n^v^= 1:1) ; 

NMR (D 2 0 : CD 3 CN=40 : 60, 50*0 : 8 7.80 (d, J=8.5Hz, 2H), 7.59 (m, 2H), 7.28 
(d, J=8.5Hz, 2H), 7.23 (t, J=8.0Hz, 1H), 6.93 (m, 2H), 6.83 (d, J=8.0Hz, 1H), 5.30 (s, 
2H), 3.99 (q, J=7.0Hz, 2H), 2.32 (s, 3H), 1.29 (t, J=7.0Hz, 3H) ; 
10 HPLCWF^ (#) :4.06; 

Mass ? : 799 (2M+H) + , 400 (M+H) + D 

1 (1) ~2 1 (7) 

15 |s]1gl<7^f££r U ^T^M^^^tfc. 

1(1) 

2- ( (3- (1-yfvt^ h^riX) 7^^/U) y^/^^^» -3- (4 
=f-;V7 3L~;V*/V?£~;VT% /) ^7v?y 
20 HPLCWffll (^) :4.45; 

Mass x — * : 827 (2M+H) + , 428 (M+H) + „ 

•mmmz 1 (2) 

2- ( (3- (2-y^/l^7 P n tVU^-^iX) ^3i=/U) y^/^^rv-) -3 

25 - (4-y^-/l^73i=>'^/l'*:=-/^T5:y) fc^v 5 ^ 
HPLC^NfPbI (#) :4.32; 
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Mass # : 855 (2M+H) + , 428 (M+H) + „ 

mmM2 i o) 

2- ( (3-^t^v'7x^H ^^-/U^-^i/) -3- (4-^^-/U7 

H P L CfiHWW (#) : 4.32 ; 

Mass 7^— ^ : 855 (2M+H) + , 428 (M+H) + „ 

nt&W2 1 (4) 

10 2- ( (3- (4->h^i/7'f^v') y^^/v) *=f->vjr**/) -3 

H P L CfiMWIW (#) : 4.10 ; 

Mass ? : 915 (2M+H) + , 458 (M+H) + „ 

15 mmM2 1 (5) 

2- ( (3— ( 3 - ^^ f ;UT ^ y t>t^v') 7 *.=.;U) *^->V**c 
*y) -3- {l—t^As? x.~tV*A'ib~ JUT ^ /) t°7 
H P L C^^ra (#) : 3.42 ; 
Mass "f—P : 457 (M+H) + „ 

20 

mmw2 i (6) 

2- ( (3- (fh7tKDt'7y-4-'f;^v') 7x=;u) tJ-jvlr 
drvO -3- (4-^Wx^/W/l'*=;l'75y) f^v^ 
H P L CfilttttM (#) : 3.95 ; 
25 Mass 7*— * : 911 (2M+H) + , 456 (M+H) + c 
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nmM2 1 (7) 

2- ( (3- (2- (tV!jv?y-i-/f/W) ^jv^iy) 7 *.~/U) * 
?-/u**c-» -3- (4-^f/W7i=/^;^=;ur^) fc^v^ 
H P L C{fcJ$ ftm (ft) : 3.47 ; 
5 Mass : 483 (M+H) + 0 

MMM 2 2 

6-#/I^>v—2- ( (t°y v 5 ^- 3 -^/^) ^W^V) -3- (4 



###J 1 3 ^{b&Vl ( 6 ) (HOmg) SrlM7 y{tT 

Wy^!)A(Drh7tKD77« (lmL) KUnz_tc 0 SJfc*!^ 

tKn77y (3mL) t*5Hl, 1, (3mL) 5 HI 

-tz>mm\k-&m (2 5m g ) 

T L C : R f 0.37 (? □ a : / —/V : |ft£= 9:1: 0.5) ; 
HPLC^fl (ft) :3.14; 
Mass 7 s — $ : 801 (2M+H) + , 401 (M+H) + ; 
20 NMR (dfi-DMSO) : 5 8.72 (s, 1H), 8.51 (d, J=3.3Hz, 1H), 8.03 (s, 1H), 7.94 (d, 
J=7.2Hz, 1H), 7.67 (d, J=8.1Hz, 2H), 7.38 (dd, J=7.5, 4.8Hz, 1H), 7.11 (d, J=8.1Hz, 
2H), 5.29 (s, 2H), 2.27 (s, 3H)„ 



10 
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mt&m 2 3 

6-^ h ^tf/M^/t'- 2- ( (t°y v^- 3-4 M t^^Jsr**/) - 
3- (4— }=$-)V7 *.~)V?.jvfc=. )V>T /) f^v 5 ^ 

5 mnmi 4x*mmistcit&%> (7) zm^x, 5 0%hy7^oi^ 
mit&m (120 

TLC : R f 0.66 n a 7jvl/A : ^ ^ 7 — A' : BfcS&= 9:1: 0.5) ; 
10 HPLC§#^ (5^) :3.23; 

Mass T — ^ : 829 (2M+H) + , 415 (M+H) + ; 

NMR (CDC1 3 ) : 6 8.71 (d, J=1.5Hz, 1H), 8.62 (dd, J=4.8, 1.5Hz, 1H), 8.52 (s, 
1H), 8.02 (d, J=8.4Hz, 2H), 7.84 (dt, J=8.4, 1.8Hz, 1H), 7.37-7.26 (m, 3H), 5.48 (s, 
2H), 3.94 (s, 3H), 2.41 (s, 3H) Q 

15 

mmmzA en -2 4 du) 
20 ^tc*mwik&v>)*mz.o 

N- [3- (^O^P^) -5-^d^-2-t°^v ? ^/U] -2, 3-v? 

25 H P L Ctf^B^ (#) : 4.26 ; 

Ma s sf^^ : 492, 490, 488 (M+H) + 0 
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H»!|2 4 (2) 

N- [3— HV^a^i/) -5-/n^-2-t , 7v ! =/l'] 

5 HPLCTOi (^) :4.32; 

Mass 7*—* : 472, 470, 468 (M+H) + G 

MMM 2 4 (3) 

N- [3- H^n^v') -5-7*0^-2-1^7^] -2- (hy 

HP L CfiMfBf fcl (#) : 4.17 ; 
Mass x — ^ : 490, 488 (M+H) + 0 

H^>I2 4 (4) 

15 N- [3- C^Vv^a^) - 5-^0*- 2-t°^v J ^/U] 

HP LC^B#Fb1 (#) : 4.11 ; 
Mass 7 s —? : 458, 456, 454 (M+H) + Q 

20 2 4 (5) 

N- [3- (^^v'P^i^) -5-7'P : e-2-t , 7v ? =/l'] - 2 -^0^ 

HP L C&W&fffl (ft) : 4.15 ; 
Mass : 502, 500, 498 (M+H) + 0 

25 

MMM2 4 (6) 
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N- [3- (^<l/-SU*ri/) -5^0^-2-^7^] -2-^po 

HPLC^^I (#) : 4.17 ; 
Mass 7*~~* : 476, 474, 472 (M+H) + e 

5 

mmm2 4 (7) 

N- [3- ('Ov'n^v') - 5-^o^- 2-t?7> ? ~A'] -2, 

H P L CflMWIW (#) : 4.28 ; 
10 Mass *f— 9 : 543, 541, 539 (M+H) + , 317, 214 e 

mmm2 4 (8) 

N- [3- (^y^P^r^) - 5 -yn^- 2-t°y^^] -2, 6 -i? 
^ a o ^^/I^tJn^T 5: K 
15 HPLCWFI (^) :4.21; 

Ma s sT'—f : 492, 490, 488 (M+H) + 0 

»J2 4 (9) 

N- [3- (^^v^n^v') - 5 -/n*- 2 - t 0 ^ v^/U] -3-^n^e 
20 ^yf yx/^yj? K 

H P L C&^PbI (#) : 4.28 ; 
Mass x — * : 502, 500, 498 (M+H) + 0 

2 4 (10) 

25 N- [3- (^^P^vO -5-^0^-2-^7^] -2, 4-v> 
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HPLC^i (#) :4.12; 
Mas s-r— ^ : 458, 456 (M+H) + «, 

HJ6092 4 (1 1) 

5 N— 3- [ (6-^ h^iX- 3-t°y v^/I') h^] - 

T L C : R f 0.35 (^^rl^ : ffim^^= 2 : 1) ; 
NMR(CDC1 3 ) : 6 2.41 (s, 3H), 3.96 (s, 3H), 5.31 (s, 2H), 6.79 (d, J=8.5Hz, 1H), 
7.29 (d, J=8.5Hz, 2H), 7.49 (s, 1H), 7.66 (dd, J=8.5, 2.5Hz, 1H), 7.86 (s, 1H), 7.98 (d, 
10 J=8.5Hz, 2H), 8.24 (d, J=2.5Hz, 1H) ; 

Mass X — 9 : 931 (2M+H) + , 467, 465 (M+H) + 0 

mmm2 4(12) 

N- [3- {^Oi? a -5-^P*-2-t'7^] -2-^^Vl^ 

15 ^fy^*y7 5K 

HPLC»«f«flS (#) : 4.15 ; 
Mass X — ^ : 436, 434 (M+H) + 0 



mmmzA a 3) 

20 N- (5-7"p^-3- [ (2-p< h^v— 3 -try S^AO h^rvO - 

TLC:Rf 0.35 (^^^ : i^J^/U= 2 : 1 ) ; 
NMR(CDC1 3 ): 5 2.42 (s, 3H), 3.99 (s, 3H), 5.37 (s, 2H), 6.92 (dd, J=7.0, 5.0Hz, 
1H), 7.30 (d, J=8.5Hz, 2H), 7.57 (s, 1H) 7.64 (dd, J=7.0, 2.0Hz, 1H), 7.85 (s, 1H), 
25 7.99 (d, J=8.5Hz, 2H), 8.20 (dd, J=5.0, 2.0Hz, 1H) ; 
Mass f*— * : 467, 465 (M+H) + 0 
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mmm2 4 a 4) 

N- [3- (^^ndpv') - 5 — zfv^r — 2 - \i°y v^/I/] — 3-^ no 
-4-;* ; 7VW<Vi?:/;*/Wfr:/T^ K 
5 H P L C&ttttlH (#) : 4.30 ; 

Mass 9*— ^ : 472, 470, 468 (M+H) + „ 

mmm2 4(15) 

N- [3- (^y^P^rv^) - 5 -Zfv^- 2—M°7-J~/V~] - 3-^pc 

10 ^yfy^^yj^ K 

HPLCW^ (#) : 4.19 ; 
Mass T — ^ : 458, 456, 454 (M+H) + e 

•mmm 24 ( 1 6 ) 

15 N- [3- ('O'iSTnlris) -5-^0^-2-^7^-^] — 2—7;V$- 

H P L CftJWm (#) : 4.04 ; 
Mass 7 s — ^ : 440, 438 (M+H) + 0 

20 mm®\2 4 (1 7) 

N — [3- (^^O - 5 -Zfx2^e— 2 — fcT7 /W] -2, 3, 4 

- h y ^ n P-^-fcf^^/M^T 5 K 

H P L C^^fFhI (#) : 4.44 ; 

Mass X — ^ : 528, 526, 524, 522 (M+H) + D 

25 

mmm 24 ( 1 8 ) 
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N— [3- ('O-i/adf-v') - 5 — ^n^e— 2 - 1°7^^] -2, 4-v* 

HPLC^^FbI (#) :4.30; 
Mass : 492, 490, 488 (M+H) + 0 

5 

mmm 24 (19) 

N- [3- (^v?D^i/) -5-^n*-2-e7^] -2, 6-^ 

HPLCflM*B*W (#) :4.00; 
10 Mass x — 9 : 458, 456 (M+H) + a 

mmm2 4 (20 

N- [3- Hy^n^rv') - 5 -Zfu^e- 2 - fc°7 A'] — 2— S'TV 

15 HP L CfiMWW (#) : 4.00 ; 
Mass y*—? : 447, 445 (M+H) + „ 

mn&m 24 (2D 

N- [3- (^Vv^n^vO - 5 -yn^t- 2 - ^7^=^] -4-7/^ 
20 n ^j*/Uafc;^T 5 K 

HPL C{^^B#Fb1 (#) : 4.10 ; 
Mass : 440, 438 (M+H) + 0 

mt&ffl 2 4 (2 2) 

25 N- [3- (^^n^rvO -5-yn*-2-t 4 7^] -2, 4, 6 
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HPLCfiHWra (#) :4.39; 

Mass 7* — & : 528, 526, 524, 522 (M+H) + 0 

mmm 24 (23) 

5 N- [3- (^^a^V) -5-^13^—2-^7^^] - 2 -^^"7 

T L C : R f 0.27 ( h7W^ : gfcgfejc^vu= 15:1) ; 
NMR(CDC1 3 ) : 8 5.39 (s, 2H), 7.08 (dd, J=5.0, 4.0Hz, 1H), 7.42 (m, 5H), 7.61 (s, 
1H), 7.63 (dd, J=5.0, 1.5Hz, 1H), 7.91 (dd, J=4.0, 1.5Hz, 1H), 7.94 (s, 1H) ; 
10 Mass 7 s — # : (APCI, Pos. 40V) 428, 426 (M+H) + , 384, 382, 281, 279 0 

H»i2 4 (2 4) 

N- [3- (^^ndE^) -5-7'n*-2-^7v ! -^] ^<^if^^/u 

15 HPLCfiy$H#ra (#) :4.06; 
Mass X— ^ : 422, 420 (M+H) + D 

UttlM 2 4 (2 5) 

N- [3- (^<^Z?v3ciy) -5-7'D*-2-f7v 5 -/l'] — 4— *^7l' 
20 - 3 -~ h a^^if ^.X/Mn^T 5 K 
H P L C&ttrftlH] (#) : 4.15 ; 
Ma s sf- * : 481,479 (M+H) + 0 

UttM 2 4 (26) 

25 N- [3- (^iXv^ndrv') - 5 -zfa *— 2 - tf7 v^W] - 3-=hn 
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HP LC{&W#fffl (#) : 4.13 ; 
Mass : 467, 465 (M+H) + „ 



mMM 2 4 (27) 

5 N— [3- (^^i?B#V) -5-/o*-2-t°7^] -2, 5-v 5 

T L C : R f 0.49 ( Y)Vx-l/ : ffcgfe3i^vw= 6 : 1 ) ; 

NMR(CDCb) : 5 5.42 (s, 2H), 7.33 (s, 1H), 7.43 (m, 5H), 7.71 (s, 1H), 7.87 (s, 

1H) ; 

I 10 M a s s 9 : (FAB, Pos.) 500, 498, 496, 494 (M+H) + 0 



»2 4 (2 8) 

N- [3- (^i^S* -5-7*0^-2-^7^/1'] -4— :7*P^e 

^yfyx/^y7^ K 

15 HPLC^NfII (#) :4.26; 

Mass 7 s —? : 502, 500, 498 (M+H) + 0 



mmm 2 a (29) 

N- [3- -5-^ci*- 2-lf7^] 

20 ^y*^y^/V'*>'7 5 K 

HPLCWfsl (#) : 4.13 ; 
Mass 7 s — & : 436, 434 (M+H) + „ 



mmm 2 4 o 0) 

25 N- [3- (^^P^'» - 5 -^O*- 2 - fc°7 v 5 ^/^] -4-:/n* 
-2, 5-^7/i'tn^yfy^/^y7? K 
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HPLC^Hra (#) :4.26; 
Mass 7— $ : 538, 536, 534 (M+H) + 0 

»J2 4 (3 1) 

5 N- [3- (-O^n^v-) -5-7*n*— 2-fc P 7^=A'] -3- ( bV 

H P L CtfM^Bf Hfl (#) : 4.24 ; 
Mass 7 — ? : 490, 488 (M+H) + 0 

io mmm 24 (32) 

N— [3- Hy^n^f^) - 5 -7*u^- 2-^7^^] - 4 

^^/l^VT 5 K 
HPLC^I (#) :4.22; 
Mass 7 — ^ : 450, 448 (M+H) + „ 

15 

mmm 24 (33) 

N- [3- (^^v^n drvO - 5 — T^n^e — 2 - If 7 v^/^] — 1 

3 — Jfc/M^TS K 
HPLC^FI (#) :4.22; 
20 Mass 7 — * : 478, 476 (M+H) + , 214 c 

mmm2 4 (34) 

N- [3- (^^Pdf-V) -5-^0^-2-^7^=/!/] -2- ( MJ 
77U^"Op< h^rvO ^yf^/U*V7^ K 
25 HPLCWFI (^) :4.21; 
Ma s s : 506, 504 (M+H) + „ 
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4 (3 5) 

N— [3- (^yv^o^i/) -5-yat-2-f7^] — 

5 H P L CUffftim (#) : 4.08 ; 
Ma s s 7 s —? : 452, 450 (M+H) + „ 

mifeM2 4 (3 6) 

N- [3- Hy^a^fv') -5-^D*-2-lf7^] -4- (hJJ 
I 10 7/\s*X2 ^<^-\£ V^/M^T ^ K 

T L C : R f 0.42 (^^l^ : As= 4 : 1 ) ; 

NMR (cU-DMSO) : 5 5.37 (s, 2H), 7.38 (m, 3H), 7.52 (m, 2H), 7.93 (s, 1H), 7.96 

(d, J=8.0Hz, 2H), 8.16 (d, J=8.0Hz, 2H), 11.42 (s, 1H) ; 

Mass -T — ? : 490, 488 (M+H) + 0 

15 

N— [3- (^>'v f n3rv') - 5 -:/n^- 2-^7^^] -2, 4-v> 
^ P p-6-^f-/^yify^/u*y7 5 K 

H P L C^^PK (#) : 4.54 ; 
20 Mass -r — ^ : 506, 504, 502 (M+H) + c 

2Ufe0iJ 2 4 (3 8) 

N- [3- (^<>'v ? p^v') -5-7'o ; t-2-f7^/l'] -2—^ no 
-4- (MJ7;i/tn^f^) ^yfy^/u*y7 5 K 

25 HPLCWFbI (#) :4.37; 

Mass 7 s — # : 526, 524, 522 (M+H) + „ 
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mmm2 4 o 9) 

N- [3 - {'O'itu*?*/) -5-^0^-2-^7^] -4, 5-v> 

5 TLC : Rf 0.24 : Bfflfc*^vl'= 4 : 1 ) ; 

NMR(CDC1 3 ) : 6 5.40 (s, 2H), 7.42 (m, 5H), 7.65 (s, 1H), 7.68 (s, 1H), 7.98 (s, 
1H) ; 

Mass X — * : (FAB, Pos.) 500, 498, 496, 494 (M+H) + c 

io -mmmz 4 (4 0) 

N- [3- (^^P^v-) - 5-^a^--2-t°^v ? =/^] 
d - 2 - p« 7Vl^O"t£ i/^/U* 5: K 
H P L C {!M$B#Pt!! (#) : 4. 19 ; 
Mass : 454, 452 (M+H) + 0 

15 

MMM 2 4 (4 1) 

N- [3- (^Vv^^rv") -5-7*0^-2-^7^] 
- 3 h a-Oif ^^/U-tJk^T ^ K 
HPLC^M (#) : 4.21 ; 
20 Mass =f— 9 : 503, 501, 499 (M+H) + „ 

4 (4 2) 

2 - ( { [3- (^<>'v>t3drv') - 5 -7*P*- 2- t°7 S^/U] T^/} 

25 HPLCftfif«fW (^) :4.11; 
Mass 7 s — 9 : 480, 478 (M+H) + 0 
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mMM2 4 (4 3) 

N- [3- (^i^o^vO -5-^0^-2-^7^] — 1 — <ZsV 

5 HPLC&Wmffl (#) :4.24; 

Mass x — 9 : 478, 476 (M+H) + , 214 G 

HJSM2 4 (4 4) 

N- [3- t'O'itu^is) - 5 -?u^- 2 - 1°7 v^/Kl -2, 4, 6 
10 - h y ;>< ^VW^-tfi'.X/l'Jfc 5 K 
HPLCW^ (^) :4.39; 
Mass T'—f : 464, 462 (M+H) + „ 

MMM2 4 (4 5) 

15 N- [3- (^y^D^iX) -5-/n*-2-lf7^] -2, 5-v> 

H P L C{^^^ (#) : 4.28 ; 
Mass 7 s — 9 : 492, 490, 488 (M+H) + 0 

20 Hifc#l2 4 (4 6) 

N- [3- (-O'v^ndrv') - 5 2 - fc°7 v^/Kl -4- (hU 

^/l^n* h^) ^^if^^/M^T 5: K 
H P L C{%Wl%m (ft) : 4.26 ; 
Mass 7 s — 9 : 506, 504 (M+H) + „ 

25 

nmmz 4 (4 7) 
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N- [3- (-0"^t3*'» -5-Zfx2^r-2-\fy^=-/^] -2, 4, 5 

H P L C{fcJ$B#f?S1 (#) : 4.48 ; 

Mass 7 s — ? : 528, 526, 524, 522 (M+H) + c 

5 

4 (4 8) 

N- [3- (^^v^n^r^) - 5 -^o*— 2 - \fy v^/K) 
-2- (h!J7;Vta^f;U) -3-77^/^^75 K 
HPLCWra (#) :4.30; 
10 Mass ^ : 494, 492 (M+H) + , 214, 158 0 

4 (4 9) 

N- [3- (^n^V) -5-^0^-2-^7^] -2-^ h=¥ 
>— 4— ^^JU^<>"^>^JU^^T ^ K 
15 HPLCWFI (5t) :4.08; 
Mass : 466, 464 (M+H) + 0 

mmm 24 (50) 

N— [3- (^O^ndrv-) - 5 -7*n^- 2. — \?7*J~A>'\ — 4—* h^r 
20 >— 2 — ~ h n^isM-yXjVfc^T 5 K 
HPLCWF^ (#) : 4.11 ; 
Mass -r— * : 497, 495 (M+H) + „ 

mmm 24 (51) 

25 N- [3- (-O^o^v-) -5-yn*-2-lf7^/l'] - 4 -~ h o 
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H P L C&Wmffl (#) : 4.10 ; 
Mass 7*—? : 467, 465 (M+H) + 0 

mmm 24 (52) 

5 N- [3- (^^P^rV) -5-yot-2-fc°7^] -4-^pp 
-2, 5— 5?/fMyfy7/>*V7 5 K 
HPLCW^ (^) :4.44; 
Mass X — ^ : 486, 484, 482 (M+H) + „ 

10 HJM 2 4 (5 3) 

N— [3 -• (^^P^rvO -5-^n^-2-tf7v^=/H -2, 5-v? 

H P L C&Wmffl (#) : 4.22 ; 

Mass -t — # : 456, 454 (M+H) + , 265, 214 G 

15 

HJ£0ij2 4 (5 4) 

N- [3- (*<}si?u*i/) -5-/0^-2-^7^] - 3 - }f7 =c 

HPLC&ffBtEil (#) :4.37; 
20 Mass 7 s — ? : 498, 496 (M+H) + c 

mmm 24 (55) 

N— [3- (^^^Pdr-» -5-/0*- 2-t*7^] — 2-^^/U 
- 5 -= h P^i^ifV^/M^T 5: K 
25 HPLC«Pi (^) :4.15; 
Mass 7^— ^ : 481, 479 (M+H) + 0 
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Mt&W 2 4 (5 6) 

N- [3- (^^v^ndri/) - 5 -^p 2 - fc°7 v^/I'] - 5 -/p^e 
- 2 — ^ h^i/^^if :/*/l^>-T 5; K 
5 HPLC^fl (#) :4.19; 

Mass "T — ^ : 532, 530, 528 (M+H) + D 

mmm 24 (57) 

N- [3- Kyv ? a*v') - 5 -Zfu^r- 2-^7^] -3, 5 -v 5 

10 ^f/^yf y^^*yr5 K 

HPLC»r B 1 (#) :4.26; 
Mass 7"'— ^ : 450, 448 (M+H) + D 

mmm 24 (58) 

15 N- [3- (^V^ndf^» -5-7'o ; t-2-t , 7^] -5-^un 

HPLC^ffi (^) :4.19; 
Mass : 488, 486, 484 (M+H) + a 

20 H%0J 2 4 (5 9) 

N- [3- (-"O-v^n^vO -5-yD*-2-t s 7v ? -/H -4-^ h*r 

T L C : R f 0.25 : gflft*^-A'= s 4 : 1 ) ; 

N M R (dfi-DMSO) : 6 3.81 (s, 3H), 5.36 (s, 2H), 7.07 (d, J=9.0Hz, 2H), 7.38 (m, 
25 3H), 7.53 (m, 2H), 7.90 (d, J=8.5Hz, 2H), 7.93 (s, 1H), 11.02 (s, 1H) ; 
Mass 7*— * : 452, 450 (M+H) + „ 
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nmm2 4 (6o) 

4 -T-t^/i^-N- [3- (<Oi?u*is) -5-^^-2-1^7^] 

5 HPLC^UFI (#) :4.02; 
Mass ^ : 464, 462 (M+H) + „ 

mmm 24 (6D 

N- [3- (^^n^vO -5-^0^-2-^7^] -4-7*/ 

10 ^^ytfy^^yr? K 

H P L C&W&m {&) : 4.39 ; 
Mass =f—$ : 514, 512 (M+H) + 0 

mmm 24 (62) 

15 3- [4- ( { [3- (^^ndr^) - 5 -7*n^e- 2 - fc°7 v^/l^] T 

H P L C&kWmffl (#) : 4.06 ; 
Ma s s T'—? : 508, 506 (M+H) + c 

20 HIM 2 4 (6 3) 

N- [3- (^^^n^i/) - 5 -7*a*- 2-^7^^] -3-^7/ 

HPL Cfl&WW (#) : 4.04 ; 
Mass "f—V : 447, 445 (M+H) + 0 

25 

2Ufe#j2 4 (6 4) 
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N- [3- H^n*^) -5-^n^-2-t°7 v^/U] -4- (v^ 

H P L CGMf I^W (#) : 4.10 ; 
Ma s s ^r—Z : 488, 486 (M+H) + 0 

5 

H*£M 2 4 (6 5) 

N- [3- Kyv'ndrV) - 5 -zfa^r- 2 - \fy v 5 — -4 — fy^ 

H P L <Z&$mWl (#) : 4.32 ; 
10 Mass 7 s — # : 464, 462 (M+H) + e> 

MMM 2 4 (6 6) 

N- [3- H^P='fv') - 5 -^P^e- 2 - fc°7 -5- ( 9 S* 

15 HPLC^f#9#P*S1 (#) : 3.95 ; 
Ma s s^— ^ : 515, 513 (M+H) + 0 

H WJ 2 4 (6 7) 

N- [3- H^P^r'» - 5 -^a^- 2-^7^^] 
20 o-3-yf/W-l-^yft7xy-2-^^>7^ K 
H P L CtfkWmm (#) : 4.28 ; 
Mass X— ^ : 510, 508 (M+H) + , 317, 214 G 

•mum 24 (68) 

25 N- [3- (^D^fv') - 5 -z/tj^t- 2 - t°7 v^/kl -4-^77 
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T L C : R f 0.18 (^^M^ : ftifcj.fvU= 4 : 1) ; 

NMR(d«-DMSO) : 6 5.36 (s, 2H), 7.39 (m, 3H), 7.52 (m, 2H), 7.93 (s, 1H), 8.05 
(d, J=8.5Hz, 2H), 8.10 (d, J=8.5Hz, 2H), 11.55 (s, 1H) ; 
Mass : 447, 445 (M+H) + , 214 G 

5 

mmm 24 (69) 

N- [3- (^^n^vO - 5 -^P^- 2 -\?7i>~/V~] -2—r7# 

H P L cmVBffl (#) : 4.24 ; 
10 Mass 7 s '— ^ : 472, 470 (M+H) + Q 

^»]2 4 (7 0) 

N- [3- H^^a^rv') -5-7*0^-2-1^7^] -4- (1, 

15 H P L Cfia^K (#) : 4.48 ; 
Mass "T — ? : 492, 490 (M+H) + „ 

mMM2 4 (7 1) 

N- [3- (^p^» - 5 -7*o*- 2 - if 7 
20 — 3— t^-As— 1 — <OV?-jr7 s^ls— ^ K 

H P L CfitffrlSM (#) : 4.43 ; 

Mass T*— * : 528, 526, 524 (M+H) + , 317, 214, 158 c 

mmm 24 (72) 

25 N-[3- (^D^r-» - 5-7'0^-2-lf7v ! -;L'] -2, 3, 5, 
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H P L C&nmm (#) : 4.46 ; 
Mass 9 : 478, 476 (M+H) + e 



nm.miA (73) 

5 N— [3- -5-7*o ; t-2-t'7^] -2, 5 -i> 

H P L CfiMWW (#) : 4.24 ; 
Mass x — ^ : 450, 448 (M+H) + D 



10 2 4 (74) 

N— [3- (^^n^vO - 2 -t°7 v 5 ^^] -4— ^h=¥ 

H P L C^B#P^ (#) : 4.44 ; 
Mass x — 9 : 494, 492 (M+H) + e 

15 

MMM 2 4 (7 5) 

N— [3- (^nari/) - 5 -y^ta^e- 2 - v^— ^] —5— (5- 
^PD-l, 2, 4-f7^r , /-/l'-3-'f^) - 2 — ft7x^;u* 
K 

20 HPLCfiMWIW (#) : 4.35 ; 

Mass 9*— 9 : 548, 546, 544 (M+H) + , 317, 214, 158 Q 



mmm2 4 (7 6) 

N— [3- Hy^ndfi/) — 5— ^n*- 2-fcf7v ? =/kl -4— ter 
25 t -^^W^ifi^/M^T 5 K 
H P L C&W&tm (#) : 4.41 ; 
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Mass 9 : 478, 476 (M+H) + „ 
^J2 4 (7 7) 

5- ( { [3- (-O^n 3rV) - 5 -/n^e- 2 - t°7^] T ^ / } 
5 XjU7ts=^/U) -±-* £ f-)V—1—?~fr'7^y)3;Vi$^'W.* s f')\' 
HP LCflMtB^ (#) : 4.13 ; 
Mass 7 s — 9 : 500, 498 (M+H) + , 214 c 

•mmiA (7 8) 

10 N- [3- i^Oi?**^) - 2-fc p 7^=A'] -5- (5- 

H P L C&W&fm (#) : 4.08 ; 
Mass 7 s "- 9 : 495, 493 (M+H) + , 214 c 

15 HJStf'J 2 4 (7 9) 

N- [3- (^^v^n^v-) -5-/0^-2-^7^] -2, 3, 4, 
5, 6 -^:/*7<^vw<^-fc? l/^jVifr^T^ K 
HPL C^NfP^ (#) : 4.50 ; 
Mass t*— 9 : 492, 490 (M+H) + e 

20 

mmm2A (s o) 

N- [3- (<<ls*Ju**s) - 5 -7*P 2 - t°7 v^/^l -5- [2- 

(^^^*) - 4 - 1° !J 5 v>~/W] -2-ft7iy^y7^ K 
HPL CfiUWfffl (#) : 4.24 ; 
25 Mass 7 s - 9 : 552, 550 (M+H) + , 214, 158 0 
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mmm 24 c 8 1 ) 

N- [3- ('O^odfvO -5-^P*-2-^7v?^] -4- (^^ 

H P L Ci^i#^F^ (#) : 3.86 ; 
5 Mass *f^$ : 500, 498 (M+H) + D 

MMffl 2 4 (8 2) 

N- [3- (^yv?o^V) - 5 —"fut— 2-t°7v'=/t'] - 4 h=3r 
5"- 2 , 3 , 6 - h U ^-/l^^-tf ^^yw* i'T 5: K 
10 HPLCfiy^W (#) :439; 
Mass 7 s — ? : 494, 492 (M+H) + „ 

mmm 24 (83) 

N— [3- H^Pdfv/) -5-7*0^-2-^7^] -6- (vM 

15 ^/i^r^y) -2-t7^uy^yr5K 

H P L CfiMWIW (#) : 4.17 ; 
Ma s s ^ : 515, 513 (M+H) + D 

mMM2 4 (8 4) 

20 N— [3- (^^P^vO - 5 -7"a*- 2-t°7^^] -4- (2- 
^ h^v'^^y^rv') ^^^X/UfcZ/T ^ K 
H P L Cftttftffl (#) : 4.28 ; 
Mass "T—f : 544, 542 (M+H) + „ 

25 mMM2 4 (8 5) 

N- [3- Hy^n^r^) -5-7*0^-2-^7^] -2-* 
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is— s-^f/^yf^^yr^ K 

H P L C&$f#fm (ft) : 4.12 ; 
Mass "f—? : 466, 464 (M+H) + „ 

5 mMM2 4 (8 6) 

N- [3- (-^v^^vO - 5 -^n^e- 2-k°7^] -3, 4-v> 

H P L C&Wmm (ft) : 3.97 ; 
Mass V s — 9 : 482, 480 (M+H) + „ 

10 

^2 4 (8 7) 

N- [3- (^si?u*i/) - 2 - t'^i/— yu] -2, 5 -v> 

H P L CifcJtBtFfU (#) : 4.02 ; 
15 Mass y*—? : 482, 480 (M+H) + G 

nffiM2 4 (8 8) 

N- [3- (^^P^vO - 5 -^P*- 2-fc P 7v ? ~/1'] -5- (2- 

try -2-ft7xy7;^yrU' 
20 HPLC^fl|f H 1 (^) : 4.08 ; 

Mass 7*' — 9 : 505, 503 (M+H) + , 317, 214 0 



2 4 (8 9) 

N— [3- (^^i/ctdrv') -5-7*P*-2-t°7^l'] 
25 -1, 3 - v?^ f /U- 1 H - 1^7 4 - 7/l/*y7 ? K 

H P L Cftttttm (#) : 3.93 ; 
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Mass x — 9 : 476, 474, 472 (M+H) + , 317, 214 D 

mmm 24 00) 

N- [3- (^y^a*^) -5-^n^-2-t a 7^] -5- (3- 

HPLCftj*«flB (#) :4.06; 
Mass ^ : 495, 493 (M+H) + , 214 e 

mmm 24 od 

10 N— [3- (^^n^v-) - 2-t°7^—/^] — 6—^ oca 

[2, 1-b] [1, 3] f 7'/-^-5-^>75 K 
H P L CftttttllQ (5)-) : 4.04 ; 
Mass X — * : 504, 502, 500 (M+H) + , 317, 214 D 

15 mmm2 4 02) 

N- [3- (^^P^vO - 2-t°7^^] -5- (2- 

HPL Cftttttffl (#) : 4.17 ; 
Mass 7*—* : 525, 523 (M+H) + , 214 D 

20 

2lli&0iJ 2 4 (9 3) 

N- [3- (^^i/v^-y) -5-^t3^e-2-t°7v J — 
- 1 -^oi^yU- 1 H— t^y— /U— 4-^/^^T^ K 
HPL CftttN$HQ (#) : 4.10 ; 
25 Mass x — * : 502, 500 (M+H) + , 214 0 
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mmm2 4 04) 

N- [3- (^Ov^^rvO - 5 -7*CHE— 2 - fc°7 -5- (1, 

H P L C^B#P^ (#) : 3.95 ; 
5 Mass 7 s — 9 : 495, 493 (M+H) + , 386, 384, 214 0 

mw\ 24 05) 

4- ( { C 3 - Hy^adrv') -5-/0^-2-1^7^] T%J\ 
-3, 5 — 1 H- t°D— A- 2 -#/Wf?:/^^7VU 

10 HP LC{5MtB#H5 (#) : 4.06 ; 

Ma s st*—? : 511, 509 (M+H) + , 416, 414, 231, 214„ 

mmm 24 06) 

N— [3- (^^v^n^rix) - 5 -~? n^e- 2 - fc°7 v^A] -2, 4-v 5 
15 3-f7/-^-5-^*y7U' 
HPLMH^ (#) : 3.95 ; 
Mass V s — ? : 457, 455 (M+H) + , 214 0 

mmm 2 a 07) 

20 N- [3- {*0*Ju*?$s) 2-tT9^=-A/] -3, 5-v> 

HPLC^FI (#) : 4.41 ; 

Mass ? : 492, 490, 488 (M+H) + , 372, 370, 279, 214, 158 Q 

25 MMM 2 4 (9 8) 

N- [3- (^^n^V) -5-^0^-2-^7^] -3, 4-v> 
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H P L C&&&rm (#) : 4.37 ; 

Mass V s — 9 : 492, 490, 488 (M+H) + , 317, 214, 158„ 

5 mt&M 2 4 (9 9) 

N- [3- u*^) -5-^o ; t-2-^7^] 

— 4— >-^/UtJn^T ^ K 

H P L C«M*«PW (#) : 4.22 ; 

Mass X — ^ : 476, 474, 472 (M+H) + , 317, 214 e 

10 

MMM 2 4 (1 0 0) 

N- [3- (^<Vv ? a=3rv') - 5 — — 2 - 1°7^-^] - 3 -~7 )Vir 

HPLC§»1 (#) : 4.11 ; 
15 Mass 7 s —? : 440, 438 (M+H) + , 279, 214 0 

mmm 24 (101) 

N- [3- (-O-v'crdrv') - 5 -7 u*— 2 - t'7 v^/W] -3, 4-v 5 

20 HPLC^S^ (^) :4.13; 

Mass -7^—^ : 458, 456 (M+H) + , 317, 214 Q 

mmm 24 (102) 

N- [3- (^y^n^V) -5-^-2-^7^] -2, 3, 4, 

25 5 , 6 y )V$rxi^i/ J £i/?.)V'fci/T K 

H P L CGMfBtHH (#) : 4.21 ; 
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Ma s sX~ 9 : 512, 510(M+H) + , 317,214 0 

mi&m 24 do3) 

N- [3— (^^v^n drvO -5-^0^- 2-t°7^] -4-^b^r 

H P L C^NfPhI (#) : 4.17 ; 

Mass 7*— 9 : 542, 540 (M+H) + , 317, 214 D 

*ft«2 4 (1 0 4) 
10 N- [3- (^^n^vO - 2-tf7'^] -4-/nf 

HPLC§»1 (^) :4.37; 

Mass <T~9 : 464, 462 (M+H) + , 279, 214„ 

15 mum 24 (105) 

N— [3- (^^S^ndf-V) - 5 2 - fc°7 S^AO -4-^^/t- 

HPL«HFI (#) : 4.43 ; 

Mass x — 9 : 478, 476 (M+H) + , 317, 214„ 

20 

mmm 24 ( 1 0 6 ) 

N— [3- (^^n^V) -5-7"n ; t-2-t'7^] -4— fy^ 

HPL C««pl^|H (#) : 4.24 ; 
25 Mass 7 s — 9 : 480, 478 (M+H) + , 214 e 
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mmm 24 (107) 

N- [3- (^y^P^fi/) -5-^n ; e-2-f7^] -3- (5^7 

HPLC^UFhI (#) : 4.11 ; 
5 Mass 7*—* : 488, 486 (M+H) + , 214 e 

mmm 24 ( 1 o 8 ) 

N- [3- (^^n^vO -5-^D*-2-fc°7v ! ^l'] -3, 5 - fc* 

10 HPLC^SIFbI (^) :4.37; 

Mass f*— * : 558, 556 (M+H) + , 317, 214, 158 c 

nt&m 2 4 (1 0 9) 

N- [3- (^^^ndr-» - 5-7*n* - 2-^7^^] 
15 -2-ft7xy^*y7^ K 
H P L C&ft&fm (#) : 4.22 ; 

Mass ^ : 508, 506, 504 (M+H) + , 317, 214, 158 0 

^ISM 2 4 (110) 
20 N- [3- (^yv'n^v') -5-7*0^-2-^7^] 

H P L C<fcl$B#P B 1 (#) : 4.24 ; 

Mass 7 s ' — 9 : 464, 462, 460 (M+H) + , 317, 214, 158„ 

25 mm\ 2 4 (111) 

N- [3- Hy^a^i/) -5-7"n^-2-t'7^] -3, 5-v> 
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HPLC^fsl (#) :4.06; 

Mass V s — ? : 441, 439 (M+H) + , 317, 214„ 

5 mmm2 4 (112) 

4- ( { [3- (^^v'adriX) - 5 -zfu 2 - S^/U] T ^ / } 
^/I/tJs^/V-) —5- (4-^na7i^) - 2 — ^7U— 3 -7 9 V^/^ 

HP LC^^ (#) : 4.63 ; 
10 Mass x — ^ : 610, 608, 606 (M+H) + , 214 c 

15*0*2 4 (113) 

5- ( { [3- Hy^odf;/) - 5 -^n^- 2-t°7^-^] 

15 HPLC^FI (^) :4.06; 

Mass ^ : 484, 482 (M+H) + , 317, 214 G 

mi&W2 4 (114) 

N- [3- (^<^S?n#'» - 2- t'^v 5 ^^] -3 

20 ctVJX/M^T 5: K 

HPLC^^I (#) : 3.99 ; 
Mass y*~- 9 : 428, 426 (M+H) + , 214 Q 

^-7^?* -Mi&<Dmm*m.m-r z> zt. tnf« pfstfMB ^w-rs r. t > 
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1-1:1: r-CCR4it^<Z>#8t 
10 t h#§iiNflJi& c DNAI^ Marathon cDNA amplification kit (Clontech) &rffl 
V>Tf^MU/t 0 PCR/7^v- tfc5hCCR4Xb a I -F 1 (f£^J# 
^-1) *5j:t>*hCCR4Xb a I-Rl {WM&^Z) GenBankX85740 

t hfiliifflliacDNA^Sitt, ExTaq (Takara) Sr^T, PCRK 
15 (9 5°C-e2#— [9 5"Ct*3 0#, 6 0°CT4 5^ 7 2°CT'1#] X 

3 5H1) ^ff^ofc itifilLTiiPCRm^l^. 1 %T — *?;vmMMWl 
^ QIAquick Gel Extraction Kit (QIAGEN) SrfflV^-Of^ U ftIPBg£§(fXb a 
I T^^fL-fCo mm L/ci»fK-5r> M^^-pEF-BOS- b s r 
(Nucleic Acid Research, 1990 ^ 18 H 17 p.5322) DNA Ligation 
20 KitVer.2 (Takara) £JBV^TMrU «DH 5 a ^K^b7t 0 ^(^^ 
KpEF-BOS-b s r/hCCR4&PiSJU D N AgB^lJ&flifB 

1 -2 : CHOtt©^i 
CHO-d hf rHltHam' s F - 1 2 ( ? VflftjEifiLfif ( 1 O %) > 
25 ^—v'JJ ^ (1 OOU/mL) , * b^h^-f (100m g/mL) 
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v 5 ^ (5;ig/mL) £«1U i#^U/t 0 
1 - 3 : CHO^BJJ^^^^K^A 

DMREE-C reagent (Gibco BRL) SrJI^T, KpEF-BOS-b 
s r/h CCR4SrCHO-d h f r (-) »CflfALf:, 48B#|!S] 

1 - 4 : CCR4^LfcMDC©fffl (MDC©C a 

W&Lfcfc hCCR4^i®PJ3§3ICHO#ffljJS (CCR4/CHOW 
10 Ham' s F - 1 2 JfcflMS J: t* F B S (10%) K®» U 96^ 

Mc 3.0X l 0 4 $3Ji&/:A:£ft5<fc 5fc**aA/^. 3 7«C"T?1 0i#*b 
fci, ft±t^±tT, Ham' s F-12^i (Fura-2AM 
( 5 n M) „ Probenecid (2.5mM) *3«t T^H E P E S (20 mM ; p H7.4) 

15 UfCo lXHanks/HEPES (2 0mM; pH7.4) MT'2[il^L 
Tc'&, R»10 0yL/«U:„ d©Fu r a-2AM£&t>&A/ 
fc'CCR4/CHOW'^LT, tt*fc^4fe£:^& 3 *HRil$tC. IX 
Hanks /HE PES (20 mM ; p H7.4) mmT*3kW. LfcM^&X. t h 
MDC (PeproTech) MiSlOnM»tfc„ UMDC[IJ:otl 

20 ^$^5^rtCa 2+ ^(7)-iitt±#^, 96?tiCa 2+ W (W 

P£$^= [ (Ec-Ea) /Ec] XI 00 
Ec :MDC^«t6Ca 2+ — jgt*±^-OaiJ^> 
25 Ea :^^^^^0Lfc^F<7)MDC^J:SCa 2+ — igt4JL#<^aij^iSo 
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•rm (ic„d «r»3£u/t. 

«r, mmmi en <b*«t±^ i c 60 »so.i3/tM, uttm (2) 

I Cgojjff^ 5 0.016 £t M"C$>o7c 0 

5 

2-1 : MDCffi&Tmfo&i (CCRF-CEMW M^ttlr Z>m.^M 

24^h7^!> h ©Ttl'MD C (2 0nM, PeproTech) ^ 
10 f*fci±^Wi(0.3mL) SrAPX., $ 5> ^ 2 fl|««0«»J|«?K (0.02% 
i^^vW^/Wft^K (DMSO) -^^T) 2r-^ifi#J& (0.3mL) 3;7cteDM 
SO^^-^tfitife (0.3mL) &ti[ix.fc 0 ±SHCWu 1 X 1 0 6 c e 1 1 s 
/5 0/iLl:iItfcCCRF-CEMiteiW (0.05mL) 2ffiFftft 
(0.05m L) SrJP*:, ±^<SrT^fcltiaS - £ 08 *& Lfc 0 

15 3 7 < CtC«aU/t^ift^f^>r V=¥^-<-*- (5%C0 2 , 119 5%) F*3T« 
4 R$m«i& U ±*JC»#i- I Lfc o 0.1mL^->77-(^ 
f l/y^7^E^itM)^A (EDTA) (2 0/iM) 
£Jl^!£7k (PBS) ) SrS&HPU 4'Cf3 0^«$tt o h7^-7 
ccyu^u— h^5^r B 1ii^ (lOOOr.p.m.) U T^tf>J&«?£ (600/tL) £ 

Sr^Pbfcr7^/K^{S^3^ h MM. (A) t^I^tfDMSO 

^w^Jfi^aywufc^^/KDias: (b) nmm (%) irur. ut<d 

25 ^^oT*mbfco 

#Jf» (%) = [ (A-B) /A] X 1 0 0 
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W. (ic 6 ,i) Sr*fc£Lfc„ 

^(DUg^ &mW<k&m^ 1 O n MX' 5 0%W±ORi.#$r^LfCo Mi 
ff. 3Uf£0iJ6 (1) IC 80 I^0.01/iM"efcofc„ 

5 

3 - 1 : v^OVAig^f/l' 

ftMlttP (D a y 1) *3itJt*©— BIDS (D a y 8 ) ^ 
-ei^iSlbfclP^T/^y^ V (OVA, 0.2mg/mL) *3«kt>*A 1 u m (8 m 

10 g/mL) Sr^"?:* (£ftt£C 5 7BL/6) ^BWBSrtlft-^ (5 00/iL) U 
l^f£ Ufdo Dayl5~21|:, -v">;* Sr® A^-T (W : 2 4 0 mm 

XL: 240 mm XH: 12 Omm) F*3KIJX^U «*St5£*^7>r 1F— (N 
E-U12, ^ny) SrfflWT. 2%OVAM5r2 0^tit5wi 
tat)> «jgbfc 0 *»M<k^lftl4jfltflc^®» U Day8©OVAif^3 

15 0^Srf*5J:t>*D a y 1 5~2 l©OVAfg3 0 ^HU^P^ Lfc D 
W»Cf±i(tfr©*«rl9:#Ufe, Da y 2 l(DOVAS5A3Mil, 

^•W^S^tK (lOU/mL) -?m*:&ifrir&Z.kfr£*). m.W3Cffoffofc 

#IS(BALF) £:#7t 0 BALF^(DSlfiL^«,lfa.^!>^^-(SF-3000 > 
20 Sysmex) SrJBl^TtHfc Lfc 0 

^ro^m. *&$uk&vos m^itmmmi o) ib-a^f*, 30m g /k 

g ©fflitW^O &jfiL&<P3g|&fti$iJ Lfc 0 
25 4 - 1 : t ^DTH^ 

(StttBa lb/c) tf>Hgg&$r^<; # yr^U Hg*P^7% (w 
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/v) 2, 4, 6-M/-bo^oo^yfy (TNCB) x^y^-^f 
(1 OO/i L) fcSfcffiU «ffrSrfffcofc„ «^b7B«, -^*JP:fr (*T 
5MJ) Kl% (w/v) TNCBty-«i (2 0mL) ^^frfS 

5 i^ffigf^, ttffiWizmm (20/iL) Lfc 0 #RB#tef4lfc#<D**:&*&L 
fc 0 ^^^iiLSu*5«tT^TNCB^2 4^K^fc % Dialthickness gauge 

io ^©ffiKSrttifW Lfc 

4- 2 : N'^^/N^^Ji^^^jt^^-X^ 

-v?* (UttBa 1 b/c) <D?^ OfrJPMiM) ^1% (w/v) TNC 
BM (7*^: ty-^jft=4 : 1) (2 0/iL) U $UjfiI*fcf£ 

Srfffcofc. i^P>7 0t, ^^^5^1% (w/v) TNCB (Ti? 
15 h>-:^y-^=4 : 1) (2 0/iL) f^^irfciDtiiSI: 
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is implied, even when the statements in the description are investigated. 
This term hence makes the scope of the compounds and medicines of the 
invention unclear. 

In this international search report, a search with respect to claims 
1-32, 34-43, and 45-49 was hence made for the compounds specified in 
the description through prior art documents within the range of a 
reasonable burden. 
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